Franco . Galvoza ,10/608,029 



=> d his ful 

(FILE 'HOME' ENTERED AT 10:31:06 ON 31 AUG 2006) 

FILE 'REGISTRY' ENTERED AT 10:32:46 ON 31 AUG 2006 
LI 3 SEA ABB = ON PLU=ON VETWFLRHP | IETWFLRHP | RETWFLRHP | VESWFLRNP/SQSP 



FILE 'CAPLUS' ENTERED AT 10:34:23 ON 31 AUG 2006 
L2 2 SEA ABB=ON PLU=ON LI 



Page 1 



08/31/2006 Searched by Alex Waclawiw 



Franco Salvoza 10/608,02 9 

=> fil reg 

FILE 'REGISTRY' ENTERED AT 10:35:17 ON 31 AUG 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 3 0 AUG 2 006 HIGHEST RN 905475-39-0 
DICTIONARY FILE UPDATES: 30 AUG 2006 HIGHEST RN 905475-39-0 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH June 30, 2 006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http: //www. cas .org/ONLINE/UG/regprops .html 

=> d que 11 

LI 3 SEA FILE=REGISTRY ABB=ON PLU=ON VETWFLRHP | IETWFLRHP | RETWFLRHP 

|VESWFLRNP/SQSP 

=> d sqide3 11 1-3 

LI ANSWER 1 OF 3 REGISTRY COPYRIGHT 2 006 ACS on STN 
RN 849707-86-4 REGISTRY 

CN L- Proline, L-seryl-L-valyl-L-alanyl-L-leucyl-L-valyl-L-prolyl-L-histidyl-L- 
valylglycyl-L-methionylglycyl-L-leucyl-L-a-glutamyl-L-threonyl-L- 
arginyl-L-threonyl-L-a-glutamyl-L-threonyl-L-tryptophyl-L-methionyl- 
L-seryl-L-seryl-L-a-glutamylglycyl-L-alanyl-L-tryptophyl-L-lysyl-L- 
histidyl-L-valyl-L-glutaminyl-L-arginyl-L-isoleucyl-L-a-glutamyl-L- 
threonyl-L-tryptophyl-L-phenylalanyl-L-leucyl-L-arginyl-L-histidyl- (9CI) 
(CA INDEX NAME) 

OTHER NAMES: 

CN 46: PN: US20050080231 FIGURE : 6 claimed sequence 
FS PROTEIN SEQUENCE 
SQL 4 0 

PATENT ANNOTATIONS (PNTE) : 
Sequence | Patent 
Source [Reference 



Not Given 



US2005080231 
claimed 
FIGURE 6 



SEQ3 1 Ser-Val-Ala-Leu-Val-Pro-His-Val-Gly-Met- 

11 Gly-Leu-Glu-Thr-Arg-Thr-Glu-Thr-Trp-Met~ 
21 Ser-Ser-Glu-Gly-Ala-Trp-Lys -His -Val -Gin- 
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Franco Salvoza 10/608,029.. 
31 Arg-Ile-Glu-Thr-Trp-Phe-Leu-Arg-His-Pro 



HITS AT: 32-40 

MF Unspecified 
CI MAN 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
DT.CA CAplus document type: Patent 

RL.P Roles from patents: BIOL (Biological study); PRP (Properties) 
1 REFERENCES IN FILE CA (1907 TO DATE) 
1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



LI ANSWER 2 OF 3 REGISTRY COPYRIGHT 2 006 ACS on STN 
RN 819099-23-5 REGISTRY 

CN L- Proline, L- leucyl -L-alanyl -L-methionyl -L -a -glutamyl -L-a- 

glutamyl-L-leucyl-L-tyrosyl-L-arginyl-L-seryl-L-valyl-L-alanyl-L-leucyl-L 
valy 1-L-prolyl-L -hi st idyl -L-valylglycyl-L-methionylglycyl-L- leucyl -L- 
ct-glutamyl-L- threonyl -L-arginyl-L- threonyl -L -a -glutamyl -L- 
threonyl -L- tryptophyl -L-methionyl -L- seryl -L- seryl -L-a-glutamylglycyl - 
L-alanyl -L-tryptophyl-L-lysyl-L-hi st idyl -L- valy 1-L-glutaminyl - L-arginyl-L 
isoleucyl-L-a -glutamyl -L- threonyl -L- tryptophyl -L-phenylalanyl -L- 
leucyl-L-arginyl-L-histidyl- (9CI) (CA INDEX NAME) • 

OTHER NAMES: 

CN 34: PN: US20040266987 SEQID : 35 unclaimed protein 
FS PROTEIN SEQUENCE 
SQL 4 8 

PATENT ANNOTATIONS (PNTE) : 
Sequence | Patent 
Source j Reference 



Not Given 



US2004266987 
unclaimed 
SEQID 35 



1 


Leu 


-Ala-Met 


-Glu 


-Glu 


-Leu 


-Tyr-Arg 


-Ser-Val- 


11 


Ala 


-Leu-Val 


-Pro 


-His 


-Val 


-Gly-Met 


-Gly-Leu- 


21 


Glu 


-Thr-Arg 


-Thr 


-Glu 


-Thr 


-Trp-Met 


-Ser-Ser- 


31 


Glu 


-Gly-Ala 


-Trp 


-Lys 


-His 


-Val-Gln 


-Arg-Ile- 


41 


Glu 


-Thr-Trp 


-Phe 


-Leu 


-Arg 


-His-Pro 





HITS AT: 40-48 



MF Unspecified 
CI MAN 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 

DT.CA CAplus document type: Patent 

RL.P Roles from patents: PRP (Properties) 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



LI ANSWER 3 OF 3 REGISTRY COPYRIGHT 2 006 ACS on STN 
RN 819099-19-9 REGISTRY 

CN L- Proline, L -seryl -L-valyl -L-alanyl -L- leucyl -L- valy 1-L-prolyl-L-hi st idyl - 
valylglycyl -L-methionylglycyl-L- leucyl -L-a-glutamyl-L- threonyl -L- 
arginyl-L- threonyl -L-ct -glutamyl -L- threonyl -L- tryptophyl -L-methionyl - 
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Franco Salvoza 10/608,029 



L-seryl-L-seryl-L-a-glutamylglycyl-L-alanyl-L-tryptophyl-L-lysyl-L- 
histidyl-L-glutaminyl-L-arginyl-L-isoleucyl-L-a-glutamyl-L-threonyl- 
L-tryptophyl-L-phenylalanyl-L-leucyl-L-arginyl-L-histidyl- (9CI) (CA 
INDEX NAME) 
OTHER NAMES: 

CN 29: PN: US2 004 0266987 SEQID : 29 unclaimed protein 
FS PROTEIN SEQUENCE 
SQL 3 9 

PATENT ANNOTATIONS (PNTE) : 
Sequence | Patent 
Source Reference 



Not Given 



US2004266987 
unclaimed 
SEQID 2 9 



SEQ3 1 Ser-Val-Ala-Leu-Val 

11 Gly-Leu-Glu-Thr-Arg 
21 Ser-Ser-Glu-Gly-Ala 
31 Ile-Glu-Thr-Trp-Phe 



Pro-His -Val -Gly-Met - 
Thr-Glu-Thr-Trp-Met- 
Trp-Lys-His-Gln-Arg- 
Leu-Arg-His-Pro 



HITS AT: 31-39 



MF Unspecified 
CI MAN 
SR CA 

LC STN Files: CA, CAPLUS , TOXCENTER, US PAT FULL 

DT.CA CAplus document type: Patent 

RL.P Roles from patents: PRP (Properties) 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



=> fil caplus 

FILE 'CAPLUS' ENTERED AT 10:36:20 ON 31 AUG 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT . 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 31 Aug 2006 VOL 145 ISS 10 
FILE LAST UPDATED: 30 Aug 2006 (2 0060830/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http: //www. cas .org/inf opolicy.html 
•OBI' IS DEFAULT SEARCH FIELD FOR 'CAPLUS' FILE 
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Franco.. Salvoza .10/608,025 



=> d que 12 

LI 3 SEA FILE=REGISTRY ABB=ON PLU=0N VETWFLRHP | IETWFLRHP | RETWFLRHP 

| VESWFLRNP/SQSP 
L2 2 SEA FILE=CAPLUS ABB = ON PLU=ON LI 



=> d .ca 12 1-3 



L2 



ANSWER 1 OF 2 CAPLUS COPYRIGHT 2 006 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 
PATENT ASSIGNEE (S) 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005:325740 CAPLUS 
142:385982 

Small peptides having apoptotic activities and their 
applications 

Despres, Philippe; Catteau, Adeline 
Institut Pasteur, Fr. 

U.S. Pat. Appl. Publ., 4 3 pp., Cont . -in-part of U.S. 

Ser. No. 311,213 . 

CODEN: USXXCO 

Patent 

English 

2 



PATENT NO. 



KIND DATE 



US 2005080231 
WO 2001096376 
WO 2001096376 
WO 2001096376 



Al 
A2 
A3 
C2 



20050414 
20011220 
20030313 
20031023 



APPLICATION NO. 

US 2003-608147 
WO 2001-IB1570 



DATE 



20030630 
20010618 



W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ , CA, CH, CN, 

CR, CU, CZ, DE, DK, DM, DZ, EE, ES, FI, GB , GD, GE, GH, GM, HR, 

HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ , LC, LK, LR, LS , LT, 

LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ , PL, PT, RO, RU, 

SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, UG, US, UZ , VN, 

YU, ZA, ZW 

RW: GH, GM, KE, LS , MW, MZ , SD, SL, SZ, TZ , UG, ZW, AM, AZ , BY, KG, 

KZ, MD, RU, TJ, TM, AT, BE, CH, CY, DE , DK, ES, FI , FR, GB, GR, 

IE, IT, LU, MC, NL, PT, SE, TR, BF, BJ, CF , CG, CI, CM, GA, GN, 

GW, ML, MR, NE, SN, TD, TG 



US 2004101862 Al 20040527 

US 2004049016 Al 20040311 

PRIORITY APPLN. INFO. : 



US 2003-311213 
US 2003-634895 
US 2000-212129P 
WO 2001-IB1570 
US 2003-311213 
US 2001-881710 



20030519 
20030806 
P 20000616 
W 20010618 
A2 20030519 
A3 20010618 



OTHER SOURCE(S): MARPAT 142:385982 

ED Entered STN: 15 Apr 2005 

AB The present invention relates to nine residue peptides (M32-40) from 
flavivirus M ectodomain able to modulate specifically the apoptotic 
activity of diverse flavivirus, to pharmaceutical composition comprising the 
same and their use for the treatment and/or the prevention of 
flavivirus -linked infections and cancers. Dengue virus M ectodomain 
peptide fusion protein containing the M precursor translocation signal 
sequence induced apoptosis in mouse neuroblastoma Neuro 2a and human 
hepatoma HepG2 cancer cells. 

IC ICM C07K007-08 
ICS C07K007-06 

INCL 530329000; 530330000 

CC 1-6 (Pharmacology) 
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Franco Salvoza 10/608,029 



Section cross-reference (s) : 10 
IT 849707-84-2 849707-85-3 849707-86-4 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 

(Biological study) 

(M protein fragment, apoptosis induction in relation to; small 
apoptotic peptides from flavivirus M ectodomain for treating and 
preventing flavivirus- linked infections and cancers) 

L2 ANSWER 2 OF 2 CAPLUS COPYRIGHT 2 006 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005:2227 CAPLUS 
142 :86611 

Attenuated flavivirus strains containing a mutated 

M-ectodomain and their applications 

qespres, Philippe; Catteau, Adeline 

Institut Pasteur, Fr. 

U.S. Pat. Appl. Publ., 30 pp. 

CODEN: USXXCO 

Patent 

English 

1 



PATENT NO. 



US 2004266987 
PRIORITY APPLN. INFO. 
ED 
AB 



KIND 



Al 



DATE 



APPLICATION NO. 



DATE 



20041230 



US 2003-608029 20030630 
US 2003-608029 20030630 

Entered STN: 31 Dec 2004 

The present invention relates to nine residue peptides (ApoptoM) from 
flavivirus M ectodomain able to modulate specifically the apoptotic 
activity of diverse flavivirus, to pharmaceutical composition comprising the 
same and their use for the treatment and/or the prevention of 
flavivirus -linked infections and cancers. 
IC ICM C12Q001-70 

ICS A61K039-12; A61K039-193; C07K002-00; C07K004-00; 
C07K007-00; C07K014-00; C07K016-00; C07K017-00; 
C07K001-00 

INCL 530300000; 530350000; 424204100; 424218100 
CC 1-5 (Pharmacology) 

Section cross -reference (s) : 6, 10 
IT 819099-13-3 819099-14-4 819099-15-5 819099-19-9 
819099-23-5 
RL: PRP (Properties) 

(unclaimed protein sequence; attenuated flavivirus strains containing a 
mutated M-ectodomain and their applications) 



C07K005-00; 
A61K038-00; 
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=> d his ful 



Franco ■ .Salvoza 10/5P8, 029 



FILE 'CAPLUS' ENTERED AT 10:37:19 ON 31 AUG 2006 



LI 
L2 

L3 
L4 
L5 



E DENGUE/ CT 
E E3+ALL 

1995 SEA ABB = ON PLU=ON 

19 SEA ABB = ON PLU=ON 

DOMAIN/OBI) 

51 SEA ABB = ON PLU=ON 

737 SEA ABB = ON PLU=ON 

5 SEA ABB = ON PLU=ON 



DENGUE/OBI 
( M/OBI (L) 



ECTODOMAIN/OBI OR ECTO 



( M (3A) ECTODOMAIN OR ECTO DOMAIN) /AB 
ECTODOMAIN/OBI OR ECTO DOMAIN/OBI 
L4 AND LI 



FILE 'MEDLINE, BIOSIS, EMBASE, 

L6 14584 SEA ABB = ON PLU=ON 

L7 6991 SEA ABB = ON PLU=ON 

L8 22 SEA ABB = ON PLU=ON 



WPIX' ENTERED AT 10:40:44 ON 31 AUG 2006 
DENGUE 

ECTODOMAIN OR ECTO DOMAIN 
L6 AND L7 



L9 



L10 



Lll 
L12 
L13 
L14 
L15 
L16 
L17 

L18 
L19 



FILE 'CAPLUS, 
AUG 2 006 

12 



MEDLINE, BIOSIS, EMBASE, WPIX ' ENTERED AT 10:41:25 ON 31 



265 



65 
308 
85 
74 
0 
2 
26 

26 
14 



DUP REM L5 L8 
ANSWERS 
ANSWERS 
ANSWERS 



(15 DUPLICATES REMOVED) 
'1-5' FROM FILE CAPLUS 
•6-9' FROM FILE MEDLINE 
•10-12' FROM FILE WPIX 
SEA ABB=ON PLU=ON DESPRES P?/AU 
E LA GARENNE COLOMBES/AU 
E COLOMBES LA G/AU 
E LA GARENNE /AU 
SEA ABB=ON PLU=ON 
SEA ABB = ON PLU=ON 
SEA ABB = ON PLU=ON 
SEA ABB = ON PLU=ON 
SEA ABB = ON PLU=ON 
SEA ABB = ON PLU=ON 
SEA ABB = ON PLU=ON 
D TI 1-10 

SEA ABB = ON PLU=ON L16 OR L17 
DXJP REM L18 (12 DUPLICATES REMOVED) 
ANSWERS ' 1-6' FROM FILE CAPLUS 
ANSWERS '7-9' FROM FILE MEDLINE 
ANSWER '10' FROM FILE BIOSIS 
ANSWER '11' FROM FILE EMBASE 
ANSWERS '12-14' FROM FILE WPIX 



CATTEAU A?/AU 
(L10 OR Lll) 
L12 AND DENGUE 
LI 3 NOT L8 

L14 AND (ECTODOMAIN OR ECTO DOMAIN) 
L14 AND PEPTIDE* 
L14 AND SEQUENCE* 
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France Salvoza 10/608,029 



=> fil caplus medline biosis embase wpix 

FILE 1 CAPLUS 1 ENTERED AT 10:47:18 ON 31 AUG 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS " FOR DETAILS. 

COPYRIGHT (C) 2 006 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'MEDLINE' ENTERED AT 10:47:18 ON 31 AUG 2006 

FILE 'BIOSIS' ENTERED AT 10:47:18 ON 31 AUG 2006 
Copyright (c) 2006 The Thomson Corporation 

FILE ' EMBASE 1 ENTERED AT 10:47:18 ON 31 AUG 2006 
Copyright (c) 2006 Elsevier B.V. All rights reserved. 

FILE 'WPIX' ENTERED AT 10:47:18 ON 31 AUG 2 006 
COPYRIGHT (C) 2006 THE THOMSON CORPORATION 



=> d que 19 



LI " 1995 SEA FILE^CAPLUS ABB=ON PLU=ON DENGUE/OBI 

L4 737 SEA FILE=CAPLUS ABB=ON PLU=ON ECTODOMAIN/OBI OR ECTO 
DOMAIN/OBI 

L5 5 SEA FILE=CAPLUS ABB=ON PLU=ON L4 AND LI 

L6 14 584 SEA DENGUE 

L7 6991 SEA ECTODOMAIN OR ECTO DOMAIN 

L8 22 SEA L6 AND L7 

L9 12 DUP REM L5 L8 (15 DUPLICATES REMOVED) 



=> d que 


119 






L6 


14584 


SEA 


DENGUE 


L7 


6991 


SEA 


ECTODOMAIN OR ECTO DOMAIN 


L8 


22 


SEA 


L6 AND L7 


L10 


265 


SEA 


DESPRES P?/AU 


Lll 


65 


SEA 


CATTEAU A?/AU 


L12 


308 


SEA 


(L10 OR Lll) 


L13 


85 


SEA 


L12 AND DENGUE 


L14 


74 


SEA 


L13 NOT L8 


L16 


2 


SEA 


L14 AND PEPTIDE# 


L17 


26 


SEA 


L14 AND SEQUENCE# 


L18 


26 


SEA 


L16 OR L17 


L19 


14 


DUP 


REM LI 8 (12 DUPLICATES REMOVED) 



=> d .ca 19 1-5; d ibib ab ct 19 6-12; d ibib ab 119 1-14 



L9 ANSWER 1 OF 12 CAPLUS COPYRIGHT 2 006 ACS on STN DUPLICATE 1 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 



2005 : 1350338 CAPLUS 
144 :86572 

Antibodies specific to West Nile virus E proteins for 
diagnosis, prophylaxis and treatment of flavivirus 
infection 

Fikrig, Erol; Gould, Hannah; Koski, Raymond A.; 

Ledizet, Michel; Marasco, Wayne A. 

USA 

PCT Int. Appl., 111 pp. 

CODEN: PIXXD2 

Patent 

English 

1 
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Franco Salvoza 10/608,029 

PATENT INFORMATION: 



PATENT NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 2005123774 




A2 




20051229 




WO 2005-US22188 




20050615 


W: AE, 


AG, 


AL, 


AM, 


AT. 


AU, 


AZ, 


BA, 


BB , BG, BR, 


BW, 


BY, 


BZ, CA, CH, 


CN, 


CO, 


CR, 


CU 


CZ 


DE, 


DK, 


DM, 


DZ, EC, EE, 


EG, 


ES, 


FI, GB, GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, JP, KE, 


KG, 


KM, 


KP, KR, KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, MG, MK, 


MN, 


MW, 


MX, MZ, NA, 


NG, 


NI, 


NO, 


NZ , 


OM, 


PG, 


PH, 


PL, 


PT, RO, RU, 


SC, 


SD, 


SE , SG, SK, 


SL, 


SM, 


SY, 


tj! 


TM, 


TN, 


TR, 


TT, 


TZ, UA, UG, 


US, 


UZ, 


VG, VN, YU, 


ZA, 


ZM, 


ZW 




















RW: BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, SL, SZ, 


TZ, 


UG, 


ZM, ZW, AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, BE, BG, 


CH, 


CY, 


CZ, DE, DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IS, IT, LT, 


LU, 


MC, 


NL, PL, PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, CI, CM, 


GA, 


GN, 


GQ, GW, ML, 


MR, 


NE, 


SN, 


TD, 


TG 
















PRIORITY APPLN. 


INFO 














US 2004-580248P 
US 2004-613369P 
US 2005-646839P 




P 20040615 
P 20040927 
P 20050124 



ED Entered STN: 3 0 Dec 2005 

AB The present invention relates to anti-West Nile virus E protein (WNE) 
antibodies, including human antibodies, and antigen-binding portions 
thereof. In particular, the invention relates to such antibodies and 
portions that prevent, inhibit, or treat a flavivirus infection, including 
a West Nile Virus infection. The invention also relates to antibodies 
that are chimeric, bispecific, derivatized, single chain antibodies or 
that are portions of fusion proteins. The invention also relates to 
isolated heavy and light chain Igs derived from human ant i- WNE antibodies 
and nucleic acid mols. encoding such Igs. The present invention also 
relates to methods of making human ant i -WNE antibodies, compns . comprising 
these antibodies and methods of using the antibodies and compns. for 
diagnosis, prophylaxis and treatment. The invention also provides gene 
therapy methods using nucleic acid mols. encoding the heavy and/or light 
Ig mols. that comprise the human anti-WNE antibodies. The invention also 
relates to transgenic animals or plants comprising nucleic acid mols. of 
the present invention. 
IC ICM C07K016-00 1 
CC 15-3 (Immunochemistry) 
IT Protein motifs 

(ectodomain I and II; human antibodies specific to West Nile 
virus E proteins for diagnosis, prophylaxis and treatment of flavivirus 
infection) 
IT Adoptive immunotherapy 
B cell (lymphocyte) 
Blood serum 
Dengue virus 
Dengue virus 1 
Dengue virus 2 

Dengue virus 3 , 

Dengue virus 4 
Dissociation constant 
Drug delivery systems 
Epitopes 
Flavivirus 
Genetic vectors 
Human 

Immunoassay 

Japanese encephalitis virus 
Kunj in virus 



Page 3 



08/31/2006 Searched by Alex Waclawiw 



Franco Salvoza 10/608,029 



Molecular cloning 

Murray Valley encephalitis virus 

Phage display library 

Protein sequences 

St. Louis encephalitis virus 

West Nile virus 

cDNA sequences 

(human antibodies specific to West Nile virus E proteins for diagnosis, 
prophylaxis and treatment of flavivirus infection) 

L9 ANSWER 2 OF 12 CAPLUS COPYRIGHT 2006 ACS on STN DUPLICATE 2 
ACCESSION NUMBER: 2005:2227 CAPLUS 

DOCUMENT NUMBER: 142:86611 

TITLE: Attenuated flavivirus strains containing a mutated M- 

ectodomain and their applications 
INVENTOR(S): Despres, Philippe; Catteau, Adeline 

PATENT ASSIGNEE (S) : Institut Pasteur, Fr. 

SOURCE: U.S. Pat. Appl . Publ . , 30 pp. 

CODEN: USXXCO 
DOCUMENT TYPE: Patent 
LANGUAGE : Engl i sh 

FAMILY ACC. NUM. COUNT: . 1 
PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 



US 2004266987 Al 20041230 US 2003-608029 20030630 

PRIORITY APPLN. INFO. : US 2003-608029 20030630 

ED Entered STN: 31 Dec 2004 

AB The present invention relates to nine residue peptides (ApoptoM) from 
flavivirus M ectodomain able to modulate specifically the apoptotic 
activity of diverse flavivirus, to pharmaceutical composition comprising the 
same and their use for the treatment and/or the prevention of 
flavivirus -linked infections and cancers. 
IC ICM C12Q001-70 

ICS A61K039-12; A61K039-193 ; C07K002-00; C07K004-00; C07K005-00; 
C07K007-00; C07K014-00; C07K016-00; C07K017-00; A61K038-00; 
C07K001-00 

INCL 530300000; 530350000; 424204100; 424218100 
CC 1-5 (Pharmacology) 

Section cross-reference (s) : 6, 10 
ST flavivrus M protein ectodomain peptide apoptosis induction 

vaccine 
IT Proteins 

RL: BPN (Biosynthetic preparation); DGN (Diagnostic use); THU (Therapeutic 
use) ; BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(M (matrix) ; attenuated flavivrus strains containing a mutated m- 
ectodomain and their applications) 
IT Antiviral agents 
Dengue virus 1 
Dengue virus 2 
Flavivirus 
Immunoassay 

Japanese encephalitis virus 
Protein sequences 
Vaccines 

Viral RNA sequences 
Yellow fever virus 

(attenuated flavivrus strains containing a mutated m-ectodomain 

and their applications) 
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IT Drug delivery systems 

(carriers; attenuated flavivrus strains containing a mutated m- 

ectodomain and their applications) 
IT Protein motifs 

(ectodomain, pro-apoptosis peptide derived from; attenuated 

flavivrus strains containing a mutated m-ectodomain and their 

applications) 
IT Human 

(flavivrus infection detection in; attenuated flavivrus strains containing 
a mutated m-ectodomain and their applications) 
IT Diagnosis 

(mol . ; attenuated flavivrus strains containing a mutated m- 
ectodomain and their applications) 
IT Antibodies and Immunoglobulins. 

RL: ARG (Analytical reagent use); DGN (Diagnostic use); THU (Therapeutic 
use); ANST (Analytical study); BIOL (Biological study); USES (Uses) 
(monoclonal, to dengue virus 2 M protein ectodomain 
; attenuated flavivrus strains containing a mutated m-ectodomain 
and their applications) 
IT Immobilization, molecular or cellular 

(of dengue virus 2 M protein ectodomain derived 
peptide; attenuated flavivrus strains containing a mutated m- 
ectodomain and their applications) 
IT Fusion proteins (chimeric proteins) 

RL: BPN (Biosynthetic preparation); DGN (Diagnostic use); THU (Therapeutic 
use); BIOL (Biological study); PREP (Preparation); USES (Uses) 
(of dengue virus 2 M protein ectodomain derived 
peptide; attenuated flavivrus strains containing a mutated m- 
ectodomain and their applications) 
IT Plasmid vectors 

(pC95-114-EGFPMl-40 ( I136F) DEN-2 ; attenuated flavivrus strains containing a 
mutated m-ectodomain and their applications) 
IT Peptides, biological studies 

RL: BSU (Biological study, unclassified); DGN (Diagnostic use); PRP 
(Properties) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 
(pro-apoptosis, derived from dengue virus 2 M protein 
ectodomain; attenuated flavivrus strains containing a mutated m- 
ectodomain and their applications) 
IT Flavivirus 

(recombinant, containing mutated protein ectodomain; attenuated 
flavivrus strains containing a mutated m-ectodomain and their 
applications) 
IT Mutagenesis 

(site-directed, of dengue virus 2 M protein 

ectodomain; attenuated flavivrus strains containing a mutated m- 
ectodomain and their applications) 
IT Antibodies and Immunoglobulins 

RL: ARG (Analytical reagent use); DGN (Diagnostic use); THU (Therapeutic 
use); ANST (Analytical study); BIOL (Biological study); USES (Uses) 
(to dengue virus 2 M protein ectodomain; attenuated 
flavivrus strains containing a mutated m-ectodomain and their 
applications) 
IT 819074-11-8 

RL: PRP (Properties) 

(Unclaimed; attenuated flavivirus strains containing a mutated M- 
ectodomain and their applications) 
IT 174515-88-9 212568-00-8 212622-13-4 212900-31-7 212900-32-8 
212900-33-9 255698-48-7 485261-07-2 486165-36-0 486165-37-1 
486165-38-2 486165-43-9 486196-81-0 486196-82-1 489821-07-0 
RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
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(Biological study) 

(amino acid sequence; attenuated flavivrus strains containing a mutated m 
ectodomain and their applications) 
IT 819098-43-6D, derivs . claimed 

RL: BSU (Biological study, unclassified); DGN (Diagnostic use); PRP 
(Properties) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 
(dengue virus 2 M protein ectodomain derived 

peptide; attenuated flavivrus strains containing a mutated m- 

ectodomain and their applications) 
IT 140977-36-2 164447-31-8, GenBank U21055 165915-82-2, GenBank U17066 

165915-83-3, GenBank U17067 210508-08-0, GenBank AF052437 210508-09-1, 
GenBank AF052438 210508-10-4, GenBank AF052439 210508-24-0, GenBank 
AF052444 210508-25-1, GenBank AF052445 210508-26-2, GenBank AF052446 
221425-89-4, GenBank AF094612 384469-39-0 385281-78-7 385281-79-8 
385281-80-1 

RL: BSU (Biological study, unclassified) ; PRP (Properties) ; BIOL 
(Biological study) 

(nucleotide sequence; attenuated flavivrus strains containing a mutated m 
ectodomain and their applications) 
IT 819098-92-5 819098-93-6 819098-94-7 819098-95-8 819098-96-9 

819098- 97-0 819098-98-1 819098-99-2 819099-00-8 819099-01-9 

819099- 02-0 819099-03-1 819099-04-2 819099-05-3 819099-06-4 
819099-07-5 819099-08-6 819099-09-7 819099-10-0 819099-11-1 
819099-12-2 819099-16-6 819099-17-7 819099-18-8 819099-20-2 
819099-21-3 819099-22-4 819099-24-6 

RL: PRP (Properties) 

(unclaimed nucleotide sequence; attenuated flavivirus strains containing 

mutated M-ectodomain and their applications) 
IT 819099-13-3 819099-14-4 819099-15-5 819099-19-9 819099-23-5 
RL : PRP ( Properties ) 

(unclaimed protein sequence; attenuated flavivirus strains containing a 

mutated M-ectodomain and their applications) 
IT 819074-12-9 

RL: PRP (Properties) 

(unclaimed sequence; attenuated flavivirus strains containing a mutated M 

ectodomain and their applications) 
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TITLE : 



AUTHOR (S) 



CORPORATE SOURCE: 



CAPLUS COPYRIGHT 2 0 06 ACS on STN DUPLICATE 3 
2004:51428 CAPLUS 
140 :177012 

Structure of the dengue virus envelope 
protein after membrane fusion 

Modis, Yorgo; Ogata, Steven; Clements, David; 
Harrison, Stephen C. 

Howard Hughes Medical Institute, Children's Hospital 
and Harvard Medical School, Boston, MA, 02115, USA 
Nature (London, United Kingdom) (2004), 427(6972), 
313-319 

CODEN: NATUAS; ISSN: 0028-0836 
Nature Publishing Group 
Journal 
English 
Entered STN: 21 Jan 2004 

Dengue virus enters a host cell when the viral envelope glycoprotein, E, 
binds to a receptor and responds by conformational rearrangement to the 
reduced pH of an endosome . The conformational change induces fusion of 
viral and host-cell membranes. A three-dimensional structure of the soluble 
E ectodomain (sE) in its trimeric, postfusion state reveals striking 
differences from the dimeric, prefusion form. The elongated trimer bears 
three fusion loops' at one end, to insert into the host-cell membrane. 



SOURCE 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
ED 
AB 
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Their structure allows us to model directly how these fusion loops 
interact with a lipid bilayer. The protein folds back on itself, 
directing its carboxy terminus towards the fusion loops. We propose a 
fusion mechanism driven by essentially irreversible conformational changes 
in E and facilitated by fusion- loop insertion into the outer bilayer 
leaflet. Specific features of the folded-back structure suggest 
strategies for inhibiting flavivirus entry. 
CC 6-3 (General Biochemistry) 

Section cross-reference (s) : 75 
ST dengue virus envelope protein E conformation cell membrane 

bilayer 
IT Envelope proteins 

RL: BSU (Biological study, unclassified); PEP (Physical, engineering or 
chemical process) ; PRP (Properties) ; PYP (Physical process) ; BIOL 
(Biological study) ; PROC (Process) 

(E; conformational changes of dengue virus envelope protein E 
enhances its fusion to cell membrane through fusion- loop insertion) 
IT Membrane, biological 

(bilayer, lipid; conformational changes of. dengue virus 
envelope protein E enhances its fusion to cell membrane through 
fusion-loop insertion) 
IT Cell membrane 

Conformational transition 

(conformational changes of dengue virus envelope protein E 
enhances its fusion to cell membrane through fusion-loop insertion) 
IT Protein motifs 

(ectodomain; conformational changes of dengue virus 
envelope protein E enhances its fusion to cell membrane through 
fusion-loop insertion) 
IT Conformation 

(loop, protein, three fusion loops; conformational changes of 
dengue virus envelope protein E enhances its fusion to cell 
membrane through fusion- loop insertion) 
IT Secondary structure 

(protein; conformational changes of dengue virus envelope 
protein E enhances its fusion to cell membrane through fusion-loop 
insertion) 

REFERENCE COUNT: 51 THERE ARE 51 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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TITLE : 



12 CAPLUS COPYRIGHT 2006 ACS on STN DUPLICATE 6 
2003:819376 CAPLUS 
140 :90406 

Dengue virus M protein contains a 
proapoptotic sequence referred to as ApoptoM 
Catteau, Adeline; Kalinina, Olga; Wagner, 
Marie -Christine; Deubel, Vincent; Courageot, 
Marie-Pierre; Despres, Philippe 
Unite Postulante des Interactions Moleculaires 
Flavivirus -Hotes, Institut Pasteur, Paris, 75724/15, 
Fr. 

Journal of General Virology (2003), 84(10), 2781-2793 
CODEN: JGVIAY; ISSN: 0022-1317 
PUBLISHER: Society for General Microbiology 

DOCUMENT TYPE: Journal 
LANGUAGE : Eng 1 i sh 

ED Entered STN: 19 Oct 2003 

AB The induction of apoptotic cell death is a prominent cytopathic effect of 
dengue (DEN) viruses. One of the key questions to be addressed is which 
viral components induce apoptosis in DEN virus-infected cells. This study 



AUTHOR (S) 



CORPORATE SOURCE: 



SOURCE : 



Page 7 



08/31/2006 Searched by Alex Waclawiw 



Franco Salvoza 10/608', -029 



investigated whether the small membrane (M) protein was involved in the 
induction of apoptosis by DEN virus. This was addressed by using a series 
of enhanced green fluorescent protein-fused DEN proteins. Evidence is 
provided that intracellular production of the M ectodomains (residues M-l to 
M-40) of all four DEN serotypes triggered apoptosis in host cells such as 
mouse neuroblastoma Neuro 2a and human hepatoma HepG2 cells. The M 
ectodomains of the wild-type strains of Japanese encephalitis, West Nile 
and yellow fever viruses also had proapoptotic properties. The export of 
the M ectodomain from the Golgi apparatus to the plasma membrane appeared to be 
essential for the initiation of apoptosis. The study found that 
anti-apoptosis protein Bel -2 protected HepG2 cells against the 
death-promoting activity of the DEN M ectodomain. This suggests that the 
M ectodomain exerts its cytotoxic effects by activating a mitochondrial 
apoptotic pathway. The cytotoxicity of the DEN M ectodomain reflected the 
intrinsic proapoptotic properties of the nine carboxy- terminal amino acids 
(residues M-32 to M-40) designated ApoptoM. Residue M-36 was unique in 
that it modulated the death-promoting activity of the M ectodomain. 
Defining the ApoptoM- activated signalling pathways leading to apoptosis 
will provide the basis for studying how the M protein might play a key 
role in the fate of the flavivirus -infected cells. 

CC 10-1 (Microbial, Algal, and Fungal Biochemistry) 

ST dengue virus M protein apoptosis ApoptoM 

IT Proteins 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 

(Bel -2; dengue virus M protein contains proapoptotic sequence 

referred to as ApoptoM) 
IT Animal cell line 

(Hep G2; dengue virus M protein contains proapoptotic 

sequence referred to as ApoptoM) 
IT Proteins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(M (matrix) ; dengue virus M protein contains proapoptotic 
sequence referred to as ApoptoM) 
IT Protein motifs 

(M ectodomain; dengue virus M protein contains 
proapoptotic sequence referred to as ApoptoM) 
IT Animal cell line 

(N2A; dengue virus M protein contains proapoptotic sequence 
referred to as ApoptoM) 
IT Apoptosis 

Cell membrane 

Dengue virus 
Golgi apparatus 
Human 

Mitochondria 

Protein sequences 

Signal transduction, biological 

(dengue virus M protein contains proapoptotic sequence 
referred to as ApoptoM) 
REFERENCE COUNT: 47 THERE ARE 47 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 



CAPLUS COPYRIGHT 2006 ACS on STN 
2005 : 325740 CAPLUS 
142:385982 

Small peptides having apoptotic activities and their 
applications 

Despres, Philippe; Catteau, Adeline 
Institut Pasteur, Fr. 

U.S. Pat. Appl. Publ., 43 pp., Cont . -in-part of U.S. 
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Ser. No. 311,213. 

CODEN: USXXCO 
DOCUMENT TYPE: Patent 
LANGUAGE : Engl i sh 

FAMILY ACC. NUM. COUNT: 2 
PATENT INFORMATION: 



APPLICATION NO. DATE 



US 2003-608147 20030630 
WO 2001-IB1570 20010618 



BA, BB, BG, BR, BY, BZ, CA, CH, CN, 

EE, ES, FI, GB, GD, GE, GH, GM, HR, 

KG, KP, KR, KZ, LC, LK, LR, LS, LT, 

MW, MX, MZ, NO, NZ, PL, PT, RO, RU, 

TM, TR, TT, TZ, UA, UG, US, UZ , VN, 

SL, SZ, TZ, UG, ZW, AM, AZ, BY, KG, 
CH, CY, DE, DK, ES, FI, FR, GB, GR, 
TR, BF, BJ, CF, CG, CI, CM, GA, GN, 

US 2003-311213 20030519 
US 2003-634895 20030806 
US 2000-212129P P 20000616 

WO 2001-IB1570 W 20010618 

US 2003-311213 A2 20030519 

US 2001-881710 A3 20010618 

OTHER SOURCE(S): MARPAT 142:385982 

ED Entered STN : 15 Apr 2 005 

AB The present invention relates to nine residue peptides (M32-40) from 
flavivirus M ectodomain able to modulate specifically the apoptotic 
activity of diverse flavivirus, to pharmaceutical composition comprising the 
same and their use for the treatment and/or the prevention of 
f lavivirus- linked infections and cancers. Dengue virus M ectodomain 
peptide fusion protein containing the M precursor translocation signal 
sequence induced apoptosis in mouse neuroblastoma Neuro 2a and human 
hepatoma HepG2 cancer cells. 

IC ICM C07K007-08 
ICS C07K007-06 

INCL 530329000; 530330000 

CC 1-6 (Pharmacology) 

Section cross-reference (s ) : 10 

ST apoptotic peptide flavivirus M ectodomain cancer treatment; 

infection flavivirus treatment apoptotic peptide; dengue virus M 
ectodomain peptide apoptosis neuroblastoma hepatoma 

IT Plasmids 

( (95-114) EGFP(M32-M40)DEN-2; small apoptotic peptides from flavivirus M 
ectodomain for treating and preventing f lavivirus -linked 
infections and cancers) 
IT Proteins 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 
(Bel -2, blocking apoptotic effect of M ectodomain peptides; 
small apoptotic peptides from flavivirus M ectodomain for 
treating and preventing f lavivirus -linked infections and cancers) 
IT CD antigens 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(CD72, fragment as membrane -anchoring signal peptide targeting 
glycoproteins to plasma membrane; small apoptotic peptides from 



PATENT NO. KIND DATE 



US 


2005080231 




Al 




20050414 


WO 


2001096376 




A2 




20011220 


wo 


2001096376 




A3 




20030313 


wo 


2001096376 




C2 




20031023 




W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, AZ, 






CR, 


CU, 


CZ, 


DE, 


DK, 


DM, DZ, 






HU, 


ID, 


IL, 


IN, 


IS, 


JP, KE, 






LU, 


LV, 


MA, 


MD, 


MG, 


MK, MN, 






SD, 


SE, 


SG, 


SI, 


SK, 


SL, TJ, 






YU, 


ZA, 


ZW 










RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, SD, 






KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, BE, 






IE, 


IT, 


LU, 


MC, 


NL, 


PT, SE, 






GW, 


ML, 


MR, 


NE, 


SN, 


TD, TG 


us 


2004101862 




Al 




20040527 


us 


2004049016 




Al 




20040311 



PRIORITY APPLN. INFO. : 



Page 9 



08/31/2006 Searched by Alex Waclawiw 



Franco Salvoza 10/608,029 

flavivirus M ectodomain for treating and preventing 
flavivirus- linked infections and cancers) 
IT Proteins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(M (matrix), apoptotic peptides of, of flavivirus; small apoptotic 
peptides from flavivirus M ectodomain for treating and 
preventing flavivirus -linked infections and cancers) 
IT Plasmids 

(Trip. quadrature. U3CMV( 95- 114 ) EGFP (237-245) DEN-2 ; small apoptotic 
peptides from flavivirus M ectodomain for treating and 
preventing flavivirus -linked infections and cancers) 

IT Structure-activity relationship 

(apoptosis- inducing, of dengue virus M protein fragments; 
small apoptotic peptides from flavivirus M ectodomain for 
treating and preventing flavivirus -linked infections and cancers) 

IT Peptides, biological studies 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL (Biological 
study) ; PREP (Preparation) ; USES (Uses) 

(apoptotic; small apoptotic peptides from flavivirus M 
ectodomain for treating and preventing f lavivirus -linked 
infections and cancers) 

IT Ligands 

RL: BSU (Biological study, unclassified) ; PAC (Pharmacological activity) ; 

THU (Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(binding to target cancer cells, pharmaceutical composition comprising 
apoptotic peptide and; small apoptotic peptides from flavivirus M 
ectodomain for treating and preventing flavivirus -linked 
infections and cancers) 
IT Samples 

(biol., anal, of, for flavivirus infection detection; small apoptotic 
peptides from flavivirus M ectodomain for treating and 
preventing flavivirus -linked infections and cancers) 
IT Proteins 

RL: BSU (Biological study, unclassified); BUU (Biological use, 
unclassified) ; PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; USES (Uses) 

(conjugates, with apoptotic peptide; small apoptotic peptides from 

flavivirus M ectodomain for treating and preventing 

f lavivirus -linked infections and cancers) 
IT Peptides, biological studies 

RL: BSU (Biological study, unclassified); BUU (Biological use, 
unclassified) ; PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; USES (Uses) 

(conjugates, with carrier protein or nonpeptide or support; small 

apoptotic peptides from flavivirus M ectodomain for treating 

and preventing f lavivirus-linked infections and cancers) 
IT Culture media 

(detection of flavivirus antigens in; small apoptotic peptides from 

flavivirus M ectodomain for treating and preventing 

f lavivirus-linked infections and cancers) 
IT Polynucleotides 

RL: BPN (Biosynthetic preparation) ; BSU (Biological study, unclassified) ; 
PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(encoding apoptotic peptides; small apoptotic peptides from flavivirus 

M ectodomain for treating and preventing f lavivirus-linked 

infections and cancers) 
IT Blood analysis 

(flavivirus infection detection in; small apoptotic peptides from 
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flavivirus M ectodomain for treating and preventing 
flavivirus- linked infections and cancers) 
IT Gene 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 

PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL (Biological 

study) ; PREP (Preparation) ; USES (Uses) 

(for apoptotic peptides; small apoptotic peptides from flavivirus M 
ectodomain for treating and preventing flavivirus -linked 
infections and cancers) 
IT Proteins 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 

BIOL (Biological study) ; PREP (Preparation) 

(green fluorescent, enhanced, marker gene for, recombinant vector 
containing; small apoptotic peptides from flavivirus M ectodomain 
for treating and preventing flavivirus -linJced infections and cancers) 
IT Carcinoma 

(hepatocellular, induction of apoptosis in; small apoptotic peptides 
from flavivirus M ectodomain for treating and preventing 
flavivirus -linked infections .and cancers) 

IT Liver, neoplasm 

(hepatoma, induction of apoptosis in; small apoptotic peptides from 
flavivirus M ectodomain for treating and preventing 
f lavivirus-linked infections and cancers) 

IT Cell 

(host, transformed with recombinant vector; small apoptotic peptides 
from flavivirus M ectodomain for treating and preventing 
f lavivirus-linked infections and cancers) 
IT Antibodies and Immunoglobulins 

RL: ARG (Analytical reagent use); BSU (Biological study, unclassified) ; 

DGN (Diagnostic use) ; ANST (Analytical study) ; BIOL (Biological study) ; 

USES (Uses) 

(labeled; small apoptotic peptides from flavivirus M ectodomain 
for treating and preventing f lavivirus-linked infections and cancers) 
IT Antibodies and Immunoglobulins 

RL: ARG (Analytical reagent use); BPN (Biosynthetic preparation); BSU 
(Biological study, unclassified); DGN (Diagnostic use) ; ANST (Analytical 
study) ; BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(monoclonal, to apoptotic peptide; small apoptotic peptides from 
flavivirus M ectodomain for treating and preventing 
f lavivirus-linked infections and cancers) 
IT Nerve, neoplasm 

(neuroblastoma, induction of apoptosis in; small apoptotic peptides 
from flavivirus M ectodomain for treating and preventing 
f lavivirus-linked infections and cancers) 
IT Diagnosis 

(of flavivirus infection, direct detection method for; small apoptotic 
peptides from flavivirus M ectodomain for treating and 
preventing f lavivirus-linked infections and cancers) 
IT Antigens 

RL: ANT (Analyte) ; BSU (Biological study, unclassified); DGN (Diagnostic 
use) ; ANST (Analytical study) ; BIOL (Biological study) ; USES (Uses) 
(of flavivirus, detection in culture medium or biol . sample; small 
apoptotic peptides from flavivirus M ectodomain for treating 
and preventing f lavivirus-linked infections and cancers) 
IT Mitochondrial membrane potential 

(peptide fusion protein disruption of; small apoptotic peptides from 
flavivirus M ectodomain for treating and preventing 
f lavivirus-linked infections and cancers) 
IT Reactive oxygen species 
RL: MSC (Miscellaneous) 
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(peptide fusion protein triggering of apoptotic pathway not involving; 
small apoptotic peptides from flavivirus M ectodomain for 
treating and preventing f lavivirus-linked infections and cancers) 
IT Proteins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(prM (premembrane) , translocation signal peptide of, recombinant vector 
further comprising; small apoptotic peptides from flavivirus M 
ectodomain for treating and preventing f lavivirus-linked 
infections and cancers) 

IT Cell membrane 

(recombinant vector further comprising membrane -anchoring signal 
peptide targeting glycoproteins to; small apoptotic peptides from 
flavivirus M ectodomain for treating and preventing 
f lavivirus-linked infections and cancers) 

IT Glycoproteins 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 
(recombinant vector further comprising membrane -anchoring signal 
peptide targeting, to plasma membrane; small apoptotic peptides from 
flavivirus M ectodomain for treating and preventing 
f lavivirus-linked infections and cancers) 

IT Proteins 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL (Biological 
study) ; PREP (Preparation) ; USES (Uses) 

(secretory pathway- targeting, recombinant vector further comprising; 
small apoptotic peptides from flavivirus M ectodomain for 
treating and preventing f lavivirus-linked infections and cancers) 
IT Endoplasmic reticulum 

(signal peptide targeting, recombinant vector further comprising; small 
apoptotic peptides from flavivirus M ectodomain for treating 
and preventing f lavivirus-linked infections and cancers) 
IT Antitumor agents 
Apoptosis 
Bioassay 

Dengue virus 
Dengue virus 1 
Dengue virus 2 
Dengue virus 3 
Dengue virus 4 
Drug delivery systems 
Drug screening 
Flavivirus 
Gene therapy 
Genetic markers 
Genetic vectors 
Human 

Immunoassay 

Japanese encephalitis virus 

Neoplasm 

Prophylaxis 

West Nile virus 

Yellow fever virus 

(small apoptotic peptides from flavivirus M ectodomain for 
treating and preventing f lavivirus-linked infections and cancers) 
IT Fusion proteins (chimeric proteins) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 

PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL (Biological 

study) ; PREP (Preparation) ; USES (Uses) 

(small apoptotic peptides from flavivirus M ectodomain for 
treating and preventing f lavivirus-linked infections and cancers) 
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IT Antibodies and Immunoglobulins 

RL: ANT (Analyte) ; ARG (Analytical reagent use); BPN (Biosynthetic 
preparation) ; BSU (Biological study, unclassified) ; DGN (Diagnostic use) ; 
ANST (Analytical study) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(to apoptotic peptide; small apoptotic peptides from flavivirus M 
ectodomain for treating and preventing flavivirus -linked 
infections and cancers) 
IT Signal peptides 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL (Biological 
study) ; PREP (Preparation) ; USES (Uses) 

(translocation, recombinant vector further comprising; small apoptotic 
peptides from flavivirus M ectodomain for treating and 
preventing flavivirus -linked infections and cancers) 
IT Infection 

(viral, flavivirus, prevention and treatment of; small apoptotic 
peptides from flavivirus M ectodomain for treating and 
preventing flavivirus -linked infections and cancers) 
IT 849707-92-2 

RL: BSU (Biological study, unclassified) ; PAC (Pharmacological activity) ; 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(M peptide of Japanese encephalitis virus, proapoptotic activity of; 
small apoptotic peptides from flavivirus M ectodomain for 
treating and preventing flavivirus -linked infections and cancers) 
IT 849707-91-1 

RL: BSU (Biological study, unclassified) ; PAC (Pharmacological activity) ; 
PRP (Properties) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(M peptide of West Nile virus, proapoptotic activity of; small 
apoptotic peptides from flavivirus M ectodomain for treating 
and preventing flavivirus -linked infections and cancers) 
IT 849707-87-5 

RL: BSU (Biological study, unclassified) ; PAC (Pharmacological activity) ; 
PRP (Properties) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(M peptide of dengue virus 1, proapoptotic activity of; small 
apoptotic peptides from flavivirus M ectodomain for treating 
and preventing flavivirus -linked infections and cancers) 
IT 849707-88-6 

RL: BSU (Biological study, unclassified) ; PAC (Pharmacological activity) ; 
PRP (Properties) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(M peptide of dengue virus 3, proapoptotic activity of; small 
apoptotic peptides from flavivirus M ectodomain for treating 
and preventing flavivirus -linked infections and cancers) 
IT 849707-89-7 

RL: BSU (Biological study, unclassified) ; PAC (Pharmacological activity) ; 
PRP (Properties) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(M peptide of dengue virus 4, proapoptotic activity of; small 
apoptotic peptides from flavivirus M ectodomain for treating 
and preventing f lavivirus- linked infections and cancers) 
IT 849707-90-0 

RL: BSU (Biological study, unclassified); PAC (Pharmacological activity); 
PRP (Properties) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(M peptide of yellow fever virus 17D, proapoptotic activity of; small 
apoptotic peptides from flavivirus M ectodomain for treating 
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and preventing flavivirus- linked infections and cancers) 
IT 849707-84-2 849707-85-3 849707-86-4 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(M protein fragment, apoptosis induction in relation to; small 
apoptotic peptides from flavivirus M ectodomain for treating 
and preventing f lavivirus- linked infections and cancers) 
IT 849612-62-0 849612-63-1 849612-64-2 849612-65-3 849707-93-3 
849707-94-4 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(dengue virus M protein fragment, apoptosis induction in 
relation to; small apoptotic peptides from flavivirus M 
ectodomain for treating and preventing f lavivirus -linked 
infections and cancers) 
IT 169592-56-7, Caspase-3 180189-96-2, Caspase-9 186322-81-6, Caspase 
RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(inhibitor protecting against proapoptotic effects of M 
ectodomain; small apoptotic peptides from flavivirus M 
ectodomain for treating and preventing flavivirus -linked 
infections and cancers) 
IT 7782-44-7D, Oxygen, reactive species 
RL: MSC (Miscellaneous) 

(peptide fusion protein triggering of apoptotic pathway not involving; 
small apoptotic peptides from flavivirus M ectodomain for 
treating and preventing flavivirus -linked infections and cancers) 
IT 849612-60-8D, fusion proteins with enhanced green fluorescent protein and 
M ectodomain peptide 

RL: BSU (Biological study, unclassified); PAC (Pharmacological activity); 
PRP (Properties) ; THU (Therapeutic use) ,- BIOL (Biological study) ; USES 
(Uses) 

(prM translocation signal sequence, proapoptotic activity of and 
caspase activation by; small apoptotic peptides from flavivirus M 
ectodomain for treating and preventing flavivirus -linked 
infections and cancers) 
IT 849612-61-9 

RL: BSU (Biological study, unclassified) ; PAC (Pharmacological activity) ; 
PRP (Properties) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(small apoptotic peptides from flavivirus M ectodomain for 
treating and preventing flavivirus -linked infections and cancers) 
IT 849645-65-4 

RL: BSU (Biological study, unclassified) ; PRP (Properties) ; BIOL 

(Biological study) 

(small apoptotic peptides from flavivirus M ectodomain for 
treating and preventing flavivirus -linked infections and cancers) 
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12 MEDLINE on STN DUPLICATE 4 

2 0035324 69 MEDLINE 
PubMed ID: 14610213 

Replication-defective adenoviral vaccine vector for the 
induction of immune responses to dengue virus 
type 2 . 

Jaiswal Smita; Khanna Navin; Swaminathan S 
International Centre for Genetic Engineering and 
Biotechnology, New Delhi 110067, India. 
Journal of virology, (2003 Dec) Vol. 77, No. 23, pp. 
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ENTRY MONTH: 
ENTRY DATE: 



AB 



12907-13 . 

Journal code: 0113724. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200401 

Entered STN : 13 Nov 2 003 
Last- Updated on STN: 6 Jan 2004 
Entered Medline: 5 Jan 2004 
A recombinant replication-defective adenovirus vector that can overexpress 
the ectodomain of the envelope protein of dengue virus 

type 2 (NGC strain) has been constructed. This virus was immunogenic in 
mice and elicited dengue virus type 2 specific B- and T-cell 
responses. Sera from immunized mice contained neutralizing antibodies 
that could specifically recognize dengue virus type 2 and 

neutralize its infectivity in vitro, indicating that this approach has the 
potential to confer protective immunity. In vitro stimulation of 
splenocytes (from immunized mice) with dengue virus type 2 
resulted in a significant proliferative response accompanied by the 
production of high levels of gamma interferon but did not show significant 
changes in interleukin-4 levels. This is suggestive of a Thl-like 
response (considered to be important in the maturation of cytotoxic T 
lymphocytes that are essential for the elimination of virus -infected 
cells) . The data show that adenovirus vectors offer a promising 
alternative strategy for the development of dengue virus 
vaccines . 

genetics 
immunology 
physiology 



GE, 
IM, 
PH, 



CT Adenoviridae 
*Adenoviridae 
Adenoviridae 
Animals 

Antibodies, Viral 
Cell Line 
Cricetinae 
Defective Viruses 
♦Defective Viruses 
Defective Viruses 
*Dengue Virus: IM, 



BI, biosynthesis 



GE, genetics 
IM, i mmuno 1 ogy 
PH, physiology 
immunology 



Electrophoresis, Polyacrylamide Gel 
*Genetic Vectors 
Humans 

Interferon Type II: BI, biosynthesis 
Interleukin-4: BI, biosynthesis 
Mice 

Neutralization Tests 

Research Support, Non-U. S. Gov't 

Virus Replication 
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2003273060 MEDLINE 
PubMed ID: 12759475 

A ligand-binding pocket in the dengue virus 
envelope glycoprotein. 

Modis Yorgo; Ogata Steven; Clements David; Harrison Stephen 
C 

Howard Hughes Medical Institute, Children's Hospital and 
Harvard Medical School, 32 0 Longwood Avenue, Boston, MA 
02115, USA. 
CA13202 (NCI) 

Proceedings of the National Academy of Sciences of the 
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United States of America, (2003 Jun 10) Vol. 100, No. 12, 
pp. 6986-91. Electronic Publication: 2003-05-20. 
Journal code: 7505876. ISSN: 0027-8424. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
PDB-10AM; PDB-IOAN 
200307 

Entered STN: 12 Jun 2003 
Last Updated on STN: 23 Jul 2003 
Entered Medline: 22 Jul 2003 
AB Dengue virus is an emerging global health threat. Its major 

envelope glycoprotein, E, mediates viral attachment and entry by membrane 
fusion. A crystal structure of the soluble ectodomain of E from 
dengue virus type 2 reveals a hydrophobic pocket lined by residues 
that influence the pH threshold for fusion. The pocket, which accepts a 
hydrophobic ligand, opens and closes through a conformational shift in a 
beta-hairpin at the interface between two domains. These features point 
to a structural pathway for the fusion-activating transition and suggest a 
strategy for finding small -molecule inhibitors of dengue and 
other f laviviruses . 
CT Binding Sites 

Crystallography, X-Ray 

Dengue Virus: GE, genetics 
*Dengue Virus: ME, metabolism 
Dengue Virus: PY, pathogenicity 
Dengue Virus: PH, physiology 
Dimerization 
Humans 
Ligands 

Membrane Fusion 
Models, Molecular 
Peptide Fragments: 
Peptide Fragments: 
Peptide Fragments: 
Protein Structure, 
Protein Subunits 
Recombinant Proteins: CH, 
Recombinant Proteins: GE, 
Recombinant Proteins: ME, 
Research Support, Non-U. S. 
Research Support, U.S. Gov't 
*Viral Envelope Proteins: CH, 
Viral Envelope Proteins: GE, 
*Viral Envelope Proteins: ME, 
Virus Assembly 



CH, 
GE, 
ME, 



chemistry 

genetics 

metabolism 



Quaternary 



chemistry 
genetics 
metabolism 
Gov't 

P.H.S. 
chemistry 
genetics 
metabolism 
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200325672 3 MEDLINE 
PubMed ID: 12783086 

Dendritic-cell-specific I CAM 3 -grabbing non-integrin is 
essential for the productive infection of human dendritic 
cells by mosquito-cell -derived dengue viruses. 
Navarro-Sanchez Erika; Altmeyer Ralf; Amara Ali; Schwartz 
Olivier; Fieschi Franck; Virelizier Jean-Louis; 
Arenzana-Seisdedos Fernando; Despres Philippe 
Interactions Moleculaires Flavivirus-Hotes, 25 Rue du Dr 
Roux, 75724 Paris, France. 

EMBO reports, (2003 Jul) Vol. 4, No. 7, pp. 723-8. 
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Journal code: 100963049. ISSN: 1469-221X. 
England: United Kingdom 
Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200404 

Entered STN: 4 Jun 2003 
Last Updated on STN: 21 Apr 2004 
Entered Medline: 20 Apr 2004 
AB Dengue virus (DV) is a mosquito-borne flavivirus that causes 

haemorrhagic fever in humans. DV primarily targets immature dendritic 
cells (DCs) after a bite by an infected mosquito vector. Here, we 
analysed the interactions between DV and human -monocyte- derived DCs at the 
level of virus entry. We show that the DC-specific I CAM3 -grabbing 
non-integrin (DC-SIGN) molecule, a cell-surface, mannose -specif ic , C-type 
lectin, binds mosquito-cell -derived DVs and allows viral replication. 
Conclusive evidence for the involvement of DC-SIGN in DV infection was 
obtained by the inhibition of viral infection by ant i -DC-SIGN antibodies 
and by the soluble tetrameric ectodomain of DC- SIGN. Our data 
show that DC-SIGN functions as a DV-binding lectin by interacting with the 
DV envelope glycoprotein. Mosquito-cell-derived DVs may have differential 
infectivity for DC-SIGN-expressing cells. We suggest that the 
differential use of DC-SIGN by viral envelope glycoproteins may account 
for the immunopathogenesis of DVs. 
CT Animals 

Antibodies, Monoclonal: IM, immunology 
Antibodies, Monoclonal: PD, pharmacology 
*Antigens, CD: ME, metabolism 
Cell Adhesion Molecules: AI, antagonists & inhibitors 
Cell Adhesion Molecules: IM, immunology 
♦Cell Adhesion Molecules: ME, metabolism 

Cells, Cultured 
♦Culicidae: VI, virology 

Dendritic Cells: CY, cytology 
♦Dendritic Cells: ME, metabolism 
♦Dendritic Cells: VI, virology 
♦Dengue Virus: PH, physiology 
Fluorescent Antibody Technique, Direct 
Humans 

Hydrogen- Ion Concentration 
Lectins, C-Type: AI, antagonists 
Lectins, C-Type: IM, immunology 
♦Lectins, C-Type: ME, metabolism 
Monocytes: CY, cytology 
Monocytes: ME, metabolism 
Monocytes: VI, virology 

Receptors, Cell Surface: AI, antagonists & inhibitors 
Receptors, Cell Surface: IM, immunology 
♦Receptors, Cell Surface: ME, metabolism 
Research Support, Non-U. S. Gov't 



& inhibitors 
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199913 9041 MEDLINE 
PubMed ID: 9971841 

PrM- and cell -binding domains of the dengue virus 
E protein. 

Wang S; He R; Anderson R 

Department of Microbiology and Immunology, Dalhousie 
University, Halifax, Nova Scotia B3H 4H7, Canada. 
Journal of virology, (1999 Mar) Vol. 73, No. 3, pp. 
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AB 



CT 



2547-51. 

Journal code: 0113724. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199903 

Entered STN : 16 Mar 1999 
Last Updated on STN: 16 Mar 1999 
Entered Medline: 4 Mar 1999 
The E-prM proteins of flaviviruses are unusual complexes which play 
important roles in virus assembly and fusion modulation and in potential 
immunity- inducing vaccines. Despite their importance, little is known 
about the biogenesis and structural organization of E-prM complexes. 
Pulse-chase radiolabeling of dengue virus -infected Vero cells 
demonstrated a rapid interassociation of E and prM proteins, and sucrose 
gradient sedimentation analysis suggested that E-prM complexes progressed 
from simple heteromers to more densely sedimenting structures indicating 
increased multimerization . E-prM heteromers of even higher complexity 
were observed in virus particles, suggesting an intracellular assembly 
process which results in the networking of E-prM subunits into a 
lattice-like structure found in virus particles. Trypsin cleavage of 
E-prM-containing virus particles resulted in the release of a soluble 
45-kDa fragment of the E protein which retained cell -binding activity. 
The results suggest that E-prM interactions in dengue virus 
particles are largely mediated by domains in the carboxy- terminal 
anchoring domain of E, while cell -binding activity is retained in a 
trypsin-releasable ectodomain of the E protein. 
Animals 
Binding Sites 
Cercopithecus aethiops 
♦Dengue Virus: PH, physiology 
♦Receptors, Virus: PH, physiology 
Research Support, Non-U. S. Gov't 
Trypsin: PD, pharmacology 
Vero Cells 
*Viral Proteins: PH, physiology 
Virion: PH, physiology 
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2006-332034 [34] WPIX 

C2006-109493 

Attenuated Flavivirus, useful for preparing a vaccine 
against Japanese Encephalitis Virus, West Nile Virus or 
other disease-causing Flavivirus, comprises a membrane 
protein mutation. 
B04 D16 

CATALAN, J A; GUIRAKHOO, F; LIU, J; MONATH, T P; 
PUGACHEV, K V 
(ACAM-N) ACAMBIS INC 
112 



PATENT NO 



KIND DATE 



WEEK 



LA 



PG 



WO 2006044857 A2 20060427 (200634)* EN 122 

RW: AT BE BG BW CH CY CZ DE DK EA EE ES FI FR GB GH GM GR HU IE IS IT 
KE LS LT LU LV MC MW MZ NA NL OA PL PT RO SD SE SI SK SL SZ TR TZ 
UG ZM ZW 

W: AE AG AL AM AT AU AZ BA BB BG BR BW BY BZ CA CH CN CO CR CU CZ DE 
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DK DM DZ EC EE EG ES FI GB GD GE GH GM HR HU ID IL IN IS JP KE KG 

KM KP KR KZ LC LK LR LS LT LU LV LY MA MD MG MK MN MW MX MZ NA NG 

NI NO NZ OM PG PH PL PT RO RU SC SD SE SG SK SL SM SY TJ TM TN TR 

TT TZ UA UG US UZ VC VN YU ZA ZM ZW 

APPLICATION DETAILS: 

PATENT NO KIND APPLICATION DATE 

WO 2006044857 A2 WO 2005-US37369 20051019 



PRIORITY APPLN . INFO: 



20050919; 
20041020; US 
20041021; 
20050424 ; 
20050425 



US 
US 



US 2005-718923P 20050919; US 

2004-620466P 

2004- 620948P 

2005- 674415P 
2005-674546P 

AB WO2006044857 A UPAB : 20060526 

NOVELTY - A recombinant Flavivirus comprising a membrane protein mutation, 
is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for: 

(1) a vaccine composition comprising the Flavivirus above and a 
pharmaceutical carrier or diluent; 

(2) inducing an immune response to a Flavivirus in a patient by 
administering the vaccine composition; 

(3) producing a vaccine composition comprising a recombinant 
Flavivirus by introducing a mutation into the membrane protein of the 
Flavivirus; 

(4) a nucleic acid molecule corresponding to the genome of the 
Flavivirus comprising a membrane protein mutation; and 

(5) manufacturing the Flavivirus with a membrane protein mutation by 
introducing a nucleic acid molecule corresponding to the virus genome into 
cells and isolating Flavivirus produced in the cells from the cells or the 
culture supernatant . 

ACTIVITY - Virucide. 

No biological data given. 

MECHANISM OF ACTION - Vaccine. 

USE - The Flavivirus, vaccine composition and method are useful for 
inducing an immune response to a Flavivirus. The virus is preferably a 
Japanese encephalitis virus, West Nile virus, yellow fever virus, 
dengue virus, St. Louis encephalitis virus, Murray valley 
encephalitis virus, or tick-borne encephalitis virus. (All claimed). 
Dwg. 0/9 
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2004-097654 [10] WPIX 

N2004-077771 

C2004-040532 

Identifying antibody that inhibits pathogenicity of 

infectious microorganism such as an orthopox virus using 

a programmed computer. 

B04 D16 S05 T01 

RECHE, P; REINHERZ , E L 

(RECH-I) RECHE P; (REIN-I) REINHERZ E L; (DAND) DANA 
FARBER CANCER INST INC 
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US 2003229454 Al 
WO 2004040398 A2 
RW: AT BE BG CH 
LU MC MW MZ 
W: AE AG AL AM 
DM DZ EC EE 
KZ LC LK LR 
PT RO RU SC 
ZM ZW 
AU 2003299469 Al 



20031211 (200410)* 25 
20040513 (200439) EN 

CY CZ DE DK EA EE ES FI FR GB GH GM GR HU IE IT KE LS 

NL OA PT RO SD SE SI SK SL SZ TR TZ UG ZM ZW 

AT AU AZ BA BB BG BR BY BZ CA CH CN CO CR CU CZ DE DK 

ES FI GB GD GE GH GM HR HU ID IL IN IS JP KE KG KP KR 

LS LT LU LV MA MD MG MK MN MW MX MZ NI NO NZ OM PH PL 

SD SE SG SK SL TJ TM TN TR TT TZ UA UG US UZ VC VN ZA 

20040525 (200468) 



APPLICATION DETAILS: 

PATENT NO KIND 
US 2003229454 



APPLICATION 



WO 2004040398 
AU 2003299469 



Al Provisional 
Provisional 

A2 
Al 



US 2002-380055P 
US 2003-453649P 
US 2003-429685 
WO 2003-US13982 
AU 2003-299469 



DATE 



20020506 
20030311 
20030505 
20030505 
20030505 



FILING DETAILS: 



PATENT NO 



KIND 



PATENT NO 



AU 2003299469 Al Based on 



WO 2004040398 



PRIORITY APPLN. INFO: 



20030505; 
20020506; US 
20030311 



US 2003-429685 20030505; US 

2002- 380055P 

2003- 453649P 
AB US2003229454 A UPAB : 20040210 

NOVELTY - Identifying antibody using programmed computer comprising 
inputting into input device a nucleic acid sequence of open reading frames 
(ORF) in genome of infectious microorganism, screening nucleic acid 
sequence to identify ORF encoding protein expressed on surface of 
microorganism, producing antibody that binds to ectodomain of 
protein and determining whether antibody inhibits pathogenicity of 
infectious microorganism, is new. 

DETAILED DESCRIPTION - A computer-based method (Ml) of identifying an 
antibody that inhibits infection, which uses a programmed computer 
comprising a processor and an input device, involves providing the nucleic 
acid sequence of several open reading frames (ORF) in the genome of an 
infectious microorganism, inputting to the input device the nucleic acid 
sequence, screening the nucleic acid sequence using the processor, to 
identify an open reading frame encoding a protein that is predicted to be 
expressed on the surface of the infectious microorganism, producing an 
antibody that binds to the ectodomain of the protein, and 
determining whether the antibody inhibits the pathogenicity of the 
infectious microorganism. 

INDEPENDENT CLAIMS are also included for: 

(1) manufacturing (M2) a compound, involves performing (Ml) and after 
determining that the antibody inhibits the pathogenicity of the infectious 
microorganism, and manufacturing a compound comprising at least a portion 
of the ectodomain; 

(2) manufacturing (M3) an antibody, involves performing (Ml) and 
after determining that the antibody inhibits the pathogenicity of the 
infectious microorganism, manufacturing the antibody; 

(3) a compound manufactured by (M2) ; 

(4) inducing an immune response in an animal, involves performing 
(Ml) and after determining that the antibody inhibits pathogenicity of the 
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infectious microorganism, administering a compound comprising at least a 
portion of the ectodomain to an animal susceptible to infection 
with the infectious microorganism; 

(5) treating (M4) , involves performing (Ml) and after determining 
that the antibody inhibits, pathogenicity of the infectious microorganism, 
administering the antibody to an animal; 

(6) an antibody manufactured by (M3) ; 

(7) a monoclonal antibody (I) that binds to a protein encoded by the 
genome of variola virus or a vaccinia virus, where the protein is a 
protein that is expressed on the surface of the virus or on the surface of 
a cell infected with the virus; and 

(8) a humanized antibody derived from (I) . 
ACTIVITY - Antimicrobial. 

A group of C57BL/6 (B6) mice (n=5) were injected intraperitoneally 
with a cocktail containing 200 micro g of each of the 11D7, 13E8, and 7D11 
monoclonal antibodies. A second group of B6 mice (n=5) were injected 
intraperitoneally with 600 micro g of a control monoclonal antibody (1A3) . 
Six hours later, the mice in both groups were challenged intranasally with 
an LD(50) dose (104 PFU) of vaccinia virus (strain WR) . On the ninth day 
after infection, all mice were sacrificed and the amount of virus in their 
lungs (in PFU/ml) was measured. The animals injected with the cocktail of 
antibodies showed a dramatic decrease in viral titer compared with the 
control mice. No virus was detectable in the lungs of animals 6, 7, 9 and 
10. About 102 PFU/ml were detected in the lungs of the animals because 102 
PFU/ml was the detection limit of the assay. While all the control animals 
showed severe morbidity starting on day 7 and loss of fat pads, all the 
experimental animals appeared clinically normal, retained their fat pads, 
and had no lung pathology at the time of sacrifice. 

MECHANISM OF ACTION - Inhibits pathogenicity of microorganisms 
(claimed) . 

USE - (Ml) is useful for identifying an antibody that inhibits 
pathogenicity of a infectious microorganism. The infectious microorganism 
is a virus (such as variola major/minor virus or vaccinia virus) . The 
virus is chosen from hepatitis virus A-E, human papilloma virus, human 
immunodeficiency virus 1, human T cell lymphotropic virus 1, Herpes virus, 
Dengue virus 1-4, Ebola virus, Marburg virus, Lassa virus, Machupo 
virus and influenza virus. The infectious microorganism is a bacterium. 
The bacterium is Mycobacterium tuberculosis, Mycobacterium leprae, 
Salmonella bacterium (such as Salmonella typhimurium or Salmonella typhi) 
or Yersinia pestis. The bacterium is also chosen from Bacillus anthracis, 
Clostridium botulinum, Franciseila tularensis, Corynebacterium 
diphtheriae, Vibrio cholerae and Escherichia coli. The infectious 
microorganism is a protozoan parasite such as a malarial parasite or 
Leishmania. (Ml) is useful for manufacturing a compound comprising at 
least a portion of the ectodomain. (Ml) is useful for 

manufacturing an antibody which inhibits pathogenicity of an infectious 
microorganism. (Ml) is also useful for inducing an immune response in an 
animal. The immune response is a protective immune response. (M4) is 
useful for treating by administering an antibody that inhibits 
pathogenicity of the infectious microorganism. The infectious 
microorganism is a virus. The virus is an orthopox virus (such as variola 
or vaccinia virus) . The protein is a smallpox growth factor (SPGF) or a 
VGF (vaccinia growth factor) . The monoclonal antibody is the 3D4R-13E8 
monoclonal antibody (ATCC Accession Number PTA-5040) or 3D4R-11D7 monoclonal 
antibody (ATCC Accession Number PTA-5039) . The method further involves 
administering to the animal one or more additional antibodies, where one 
or more additional" antibodies bind to a protein encoded by the infectious 
microorganism such as an orthopox virus (all claimed) . 
Dwg.5/6 
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C2002-043009 

Novel apoptosis inducing polypeptide fragments of 
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AB WO 200196376 A UPAB : 20020319 

NOVELTY - An isolated polypeptide (I) having a fully defined (a) 
Dengue virus (DEN) -1 M (a membrane protein anchored in envelope 
surrounding the nucleocapsid of the virus) ectodomain sequence, 

(b) Den-l-C amino acid sequence of 95-114 as given in specification, or 

(c) DEN -2 M ectodomain sequence, is new. 

DETAILED DESCRIPTION - (I) has a fully defined sequence of 
SVALAPHVGLGLETRTETWMSSEGAWKQIQKVETWALRHP (DEN- 1 M ectodomain) 

(51) or SVALVPHVGMGLETRTETWMSSEGAWKHAQRIETWILRHP (DEN-2 M 
ectodomain) (S3), or a fully defined Den-1 C amino acid sequence 

(52) of 95-114 as given in the specification. 
INDEPENDENT CLAIMS are also included for the following: 

(1) an isolated polynucleotide (II) which encodes (I) ; 

(2) a vector (III) comprising (II) ; 

(3) a prokaryotic or eukaryotic cell comprising (II) ; 

(4) a composition comprising (I) or (II) and a carrier; 

(5) an isolated polypeptide (IV) of the sequence of (SI) , operably 
linked to (S2) ; 

(6) an isolated polynucleotide (V) which encodes (IV) ; 

(7) a vector (VI) comprising (V) ; 

(8) a prokaryotic or eukaryotic cell comprising (V) ; 

(9) a composition comprising (IV) or (V) and a carrier; 

(10) screening (Ml) for peptides capable of inducing apoptosis 
involves introducing a recombinant protein into the cell, where the 
recombinant protein comprises the peptide to be screened operably linked 
to (S2) and detecting apoptosis in a cell; 

(11) monoclonal antibodies raised against DEN-1 or DEN-2 viral M 
protein; 

(12) plasmid (95-114) EGFP (M10-M40) DEN-2 deposited at the CNCM under 
the accession number 1-2684; 

(13) plasmid pTrip Delta U3 (95-114) EGFP (206-245) DEN-2 deposited at 
the CNCM under the accession number 1-2686; 

(14) plasmid pTrip Delta U3 (95-114) EGFP (206-245) DEN-1 deposited at 
the CNCM under the accession number 1-2685; and 

(15) plasmid p (95 -114 ) EGFP (2 15-245) WNV deposited at the CNCM under 
the accession number 1-2475. 

ACTIVITY - Virucide; cytostatic. 
MECHANISM OF ACTION - Apoptosis inducer. 

To test the pro-apoptotic activity of the DEN-2 M ectodomain 
the chimeric protein (95-114) EGFP (206-245) DEN-2 was employed. The region 
of the DEN-2 virus strain Jamaica corresponding the M ectodomain 
(DEN-2 polyprotein 206-245) was fused to the C-terminus of the 
(95-114) EGFP fusion construct. The cytotoxicity of the 

(95-114) EGFP (206-245) DEN-2 chimeric protein was tested by transfecting 
cells with FuGENE 6. The expression of the chimeric protein was observed 
by the autof luorescence of the EGFP and apoptotic cell death was detected 
visually by staining with propidium iodide as described above. 
Intracellular expression of the (95-114) EGFP (206-245) DEN-2 chimeric 
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protein resulted in cell death. DEN -2 M ectodomain has the 

ability to induce rapid apoptosis in Neuro 2a, HepG2 , HeLa, and VERO 

cells. Apoptosis was more pronounced after transfection with plasmid 

(95-114) EGFP (206-245)DEN-2 than after transfection with the plasmid 

(95-114) EGFP (206-245) containing the sequence of the DEN- 1 M 

ectodomain. 

USE - (I) having a sequence of (S3) is useful for inducing apoptosis 
in the cell of a human patient suffering from cancer or an infection with 
flavivirus. (I) having a sequence of (SI) or (S3) is useful for screening 
for molecules which inhibit apoptosis induced by the polypeptide. The 
method involves introducing the polypeptide into a cell; contacting the 
cell containing the polypeptide, with the molecule to be screened; and 
detecting the presence or absence of apoptosis in the cell. The 
polypeptide which is introduced into the cell is operably linked to the 
polypeptide of sequence (S2) or (S3) or to a green fluorescent protein. 
Optionally, the polypeptide is not linked to a green fluorescent protein. 
Preferably, the polypeptide is introduced into a cell by introducing a 
polynucleotide (which is an expression vector capable of expressing the 
polypeptide in a cell) which encodes the polypeptide. (IV) when 
administered or delivered into a cell is useful for inducing apoptosis in 
the cell, preferably present in a human patient suffering from cancer or 
infected with flavivirus. The delivery of (IV) is carried out by 
delivering a polynucleotide encoding the polypeptide to the cell, where 
the polynucleotide is in an expression vector suitable to express the 
polypeptide in the cell (all claimed) . The polynucleotides and 
polypeptides encoded by the polynucleotides as described above are useful 
for inducing apoptosis, and for treating patients with cancer and patients 
infected with flavivirus. 
Dwg.0/15 
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AB The present invention relates to the development of viral vectors 

expressing different immunogens from the West Nile Encephalitis Virus 
(WNV) or the Dengue virus which are able to induce protective humoral and 
cellular immune responses against WNV or Dengue virus infections. More 
specifically, the present invention relates to three (3) antigens from WNV 
(the secreted envelope glycoprotein (E) , the heterodimer glycoproteins 
(pre-M-E) and the NSI protein) and from Dengue virus (the secreted 
envelope glycoprotein (e) , the heterodimer glycoproteins (pre- m-e) and 
the NSI protein) and their use in vaccinal, therapeutic and diagnostic 
applications . 
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Expression of dengue ApoptoM 
sequence results in disruption of 
mitochondrial potential and caspase activation 
Catteau, Adeline; Roue, Gael; Yuste, Victor 
J.; Susin, Santos A.; Despres, Philippe 
Unite des Interactions Moleculaires Flavivirus-Hotes , 
Institut Pasteur, Paris, 75015, Fr. 
Biochimie (2003), 85(8), 789-793 
CODEN: BICMBE; ISSN: 0300-9084 
Editions Scientif iques et Medicales Elsevier 
Journal 
English 

Apoptotic cell death was involved as a cytopathol . mechanism in response 
to dengue (DEN) virus infection. Little information exists about how DEN 
virus replication triggers apoptosis in infected cells. We reported that 
a 9-residue sequence of the DEN M protein referred to as ApoptoM has 
proapoptotic properties in transformed and tumor cells of various origins. 
The aim of the present study was . to investigate whether ApoptoM- induced 
apoptosis is associated to mitochondrial dysfunction and requires caspase 
activation. Intracellular expression of ApoptoM provokes the disruption 
of the mitochondrial transmembrane potential without subsequent generation 
of reactive oxygen species. We showed that ApoptoM- induced apoptosis 
involves the activation of a caspase-like protease pathway. Caspase-3 
like activity was detected in ApoptoM -expressing cells. However, there 
was no role for caspase- 9 in ApoptoM-mediated cell death. These data 
suggest that a particular mitochondrion-dependent apoptotic pathway may be 
involved in induction of apoptosis by ApoptoM. 
REFERENCE COUNT: 12 THERE ARE 12 CITED REFERENCES AVAILABLE FOR THIS 
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Genome analysis of dengue type-1 virus 
isolated between 1990 and 2001 in Brazil reveals a 
remarkable conservation of the structural proteins but 
amino acid differences in the non- structural proteins 
Duarte dos Santos, Claudia Nunes; Rocha, Carlos 
Fernando S.; Cordeiro, Marli; Fragoso, Stenio P.; Rey, 
Felix; Deubel, Vincent; Despres, Philippe 
Instituto de Biologia Molecular do Parana, Rio de 
Janeiro, Brazil 

Virus Research (2002), 90(1-2), 197-205 
CODEN: VIREDF; ISSN: 0168-1702 
Elsevier Science Ltd. 
Journal 
English 

We have investigated the genetic diversity of dengue type-1 (DEN-1) virus 
in Brazil. The full nucleotide sequences of three DEN-1 virus isolated 
from DEN fever (DF) and DEN hemorrhagic fever patients in northeastern 
Brazil in 1997 (BR/97) and one from a DF patient in the south of Brazil in 
2001 (BR/01) were compared to that of the reference strain BR/90 obtained in 
the city of Rio de Janeiro in 1990. Sequence anal, showed that the 
structural proteins were remarkably conserved between all isolates. A 
total of 2 7 amino acid changes occurred throughout the non- structural 
proteins. Among them, nine amino acid substitutions were specific of 
BR/97 and BR/01 isolates, indicating that in situ evolution of these 
strains had occurred. Within the BR/ 97 and BR/ 01 samples, some amino acid 
substitutions have been previously identified in DEN-1 virus strains 
sequenced so far, suggesting that recombination events might have 
occurred. 

REFERENCE COUNT: 2 8 THERE ARE 2 8 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



ACCESSION NUMBER 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) 



CORPORATE SOURCE: 

SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



LI 9 ANSWER 4 OF 14 CAPLUS COPYRIGHT 2 0 06 ACS on STN DUPLICATE 4 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2000 : 881428 CAPLUS 
134 :39168 

Early detection of flaviviruses using antibodies to 
NS1 glycoprotein 

Flamand, Marie; Megret, Francoise; Alcon, Sophie ; 

Talarmin, Antoine; Despres, Philippe; 

Deubel, Vincent 

Institut Pasteur, Fr. 

PCT Int. Appl., 51 pp. 

CODEN: PIXXD2 

Patent 

French 

1 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



2000075665 




Al 




20001214 




WO 2000- 


FR1620 




20000609 


W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CR, 


cu, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


is, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 












RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 


DE, 


DK, 


ES, 


Fl, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, 



Page 26 



08/31/2006 Searched by Alex Waclawiw 



Franco . Salvoza 10/608,029 





CF, CG, 


CI, 


CM, 


GA, GN, GW, 


ML, MR, NE, SN, TD, 


TG 


FR 


2794864 




Al 


20001215 


FR 


1999-7290 


19990609 


FR 


2794865 




Al 


20001215 


FR 


1999-7361 


19990610 


FR 


2794865 




Bl 


20030418 








EP 


1190257 




Al 


20020327 


EP 


2000-951579 


20000609 


EP 


1190257 




Bl 


20040825 










R: AT, BE, 


CH, 


DE, 


DK, ES, FR, 


GB, GR, IT, LI, LU, 


NL, SE, MC, PT, 




IE, SI, 


LT, 


LV, 


FI, RO 








BR 


2000011369 




A 


20030812 


BR 


2000-11369 


20000609 


AT 


274701 




E 


20040915 


AT 


2000-951579 


20000609 


AU 


776844 




B2 


20040923 


AU 


2000-64474 


20000609 


PT 


1190257 




T 


20041231 


PT 


2000-951579 


20000609 


ES 


2226894 




T3 


20050401 


ES 


2000-951579 


20000609 


ZA 


2001009993 




A 


20020823 


ZA 


2001-9993 


20011205 


US 


6870032 




Bl 


20050322 


US 


2002-980839 


20020621 


HK 


1045729 




Al 


20050318 


HK 


2002-107117 


20020926 


US 


2005186562 




Al 


20050825 


US 


2004-17048 


20041221 


PRIORITY APPLN. INFO 








FR 


1999-7290 


A 19990609 












FR 


1999-7361 


A 19990610 












WO 


2000-FR1620 


W 20000609 












US 


2002-980839 


A3 20020621 


AB The invention concerns . 


a method for 


early 


detection of 


a 



flavivirus- induced infection, comprising the detection of the flavivirus 
non- structural glycpprotein NS1 in a biol . sample during the clin. phase 
of the infection, by an immunol . method using at least two identical or 
different antibodies, the first antibody consisting of polyclonal or 



monoclonal antibodies pre-selected for their high affinity for said NS1 
protein hexameric in shape . 
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Differences between cell membrane fusion activities of 
two dengue type-1 isolates reflect 
o modifications of viral structure 

Despres, Philippe; Frenkiel, Marie Pascale; 
Deubel, Vincent 

Unite Arbovirus Virus Fievres Hemorragiques , Inst. 
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Virology (1993), 196(1), 209-19 
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Journal 
English 

The genetic diversity of dengue (DEN) virus was explored using two South 
American DEN- 1 virus strains isolated from viremic human sera. DEN - 1 
virus strains BR/90 and FGA/89 were selected on the basis of their 
membrane fusion properties in mosquito cell cultures. Infection of 
mosquito cell lines with BR/90 virus strain induced a cytopathic effect 
characterized by syncytium formation whereas no cytopathic changes were 
observed with FGA/89. Cell-to-cell fusion expts. indicated that the 
fusogenic activity of FGA/89 required a lower pH than BR/90. 
Immunoreactivity anal, of the DEN-1 envelope (E) protein with monoclonal 
antibodies revealed a minor difference between the antigenic structures of 
FGA/89 and BR/90 virions. FGA/89 was less neurovirulent than BR/90 for 
newborn mouse. To determine the genetic origin of these modifications, the 
amino acid sequences of the structural proteins from these virus strains 
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were compared. One amino acid difference was found within the 
carboxy- terminal domain of protein C. Five amino acid substitutions were 
found in the E proteins at positions 96, 180, 297, 379, and 473. Changes 
at positions 96, 297, and 379 map within two overlapping antigenic domains 
of protein E. These limited amino acid differences in the E protein could 
affect the biol . properties and the antigenicity of the DEN virion. 
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AB The present invention relates to pro-apoptotic fragments of the Dengue 

virus pRM and E glycoproteins, methods of screening for mols. capable of 
inducing apoptosis and methods of inducing apoptosis in a cell. The M, 
prM and E proteins of DEN-1 or DEN- 2 , and monoclonal antibodies can be 
used for diagnostic and therapeutic agents against Flavivirus infection 
and cancer. 
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Determinants in the envelope E protein and viral RNA 
helicase NS3 that influence the induction of apoptosis in 
response to infection with dengue type 1 virus. 
Duarte dos Santos C N; Frenkiel M P; Courageot M P; Rocha C 
F; Vazeille-Falcoz M C; Wien M W; Rey F A; Deubel V; 
Despres P 

Departmento de Bioquimica e Biologia Molecular, Laboratorio 
de Expressao e Regulacao Genica, Rio de Janeiro, R.J. , 
Brazil . 

Virology, (2000 Sep 1) Vol. 274, No. 2, pp. 292-308. 
Journal code: 0110674. ISSN: 0042-6822. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 

GENBANK-AF226686 ; GENBANK-AF2 2 66 87 
200009 

Entered STN: 5 Oct 2000 
Last Updated on STN: 5 Oct 2000 
Entered Medline: 25 Sep 2000 
One mechanism by which dengue (DEN) virus may cause cell death 
is apoptosis. In this study, we investigated whether the genetic 
determinants responsible for acquisition by DEN type 1 (DEN- 1) virus of 
mouse neurovirulence interfere with the induction of apoptosis. 
Neurovirulent variant FGA/NA did was generated during the adaptation of 
the human isolate of DEN-1 virus strain FGA/89 to grow in newborn mouse 
brains and mosquito cells in vitro [Despres, P. Frenkiel, M . -P. 
Ceccaldi, P.-E. Duarte Dos Santos, C. and Deubel, V. (1998) J. Virol., 
72: 823-829] . Genetic determinants possibly responsible for mouse 
neurovirulence were studied by sequencing the entire genomes of both DEN-1 
viruses. Three amino acid differences in the envelope E protein and one 
in the nonstructural NS3 protein were found. The cytotoxicity of the 
mouse -neurovirulent DEN-1 variant was studied in different target cells in 
vitro and compared with the parental strain. FGA/NA did was more 
pathogenic for mouse neuroblastoma cells and attenuated for human hepatoma 
cells. Changes in virus replicative functions and virus assembly may 
account, in a large part, for the differences in the induction of 
apoptosis. Our data suggest that identified amino acid substitutions in 
the envelope E protein and viral RNA helicase NS3 may influence DEN-1 
virus pathogenicity by altering viral growth. 
Copyright 2 000 Academic Press. 



AUTHOR 



CORPORATE SOURCE: 



SOURCE : 

PUB. COUNTRY: 
DOCUMENT TYPE 
LANGUAGE : 
FILE SEGMENT: 
OTHER SOURCE: 
ENTRY MONTH: 
ENTRY DATE: 



AB 



LI 9 ANSWER 8 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR : 

CORPORATE SOURCE: 
SOURCE : 



14 MEDLINE on STN 

2005316177 MEDLINE 
PubMed ID: 15855154 

Dendritic cell-specific intercellular adhesion molecule 
3-grabbing non-integrin (DC-SIGN) -mediated enhancement of 
dengue virus infection is independent of DC-SIGN 
internalization signals. / 
Lozach Pierre -Yves; Burleigh Laura; Staropoli Isabelle; 
Navarro -Sanchez Erika; Harriague Julie; Virelizier 
Jean-Louis ; Rey Felix A; Despres Philippe; 
Arenzana-Seisdedos Fernando; Amara Ali 

Unite d 1 Immunologic Virale, Institut Pasteur Paris, 25-28, 

rue du Dr Roux, 75724 Paris Cedex 15, France. 

The Journal of biological chemistry, (2005 Jun 24) Vol. 

280, No. 25, pp. 23698-708. Electronic Publication: 

2005-04-26. 

Journal code: 2985121R. ISSN: 0021-9258. 
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FILE SEGMENT: Priority Journals 

ENTRY MONTH: 20050 9 

ENTRY DATE: Entered STN : 21 Jun 2005 

Last Updated on STN: 30 Sep 2005 
Entered Medline: 29 Sep 2005 

AB Dengue virus (DV) is a mosquito -borne flavivirus that causes 

hemorrhagic fever in humans. In the natural infection, DV is introduced 
into human skin by an infected mosquito vector where it is believed to 
target immature dendritic cells (DCs) and Langerhans cells (LCs) . We 
found that DV productively infects DCs but not LCs. We show here that the 
interactions between DV E protein, the sole mannosylated glycoprotein 
present on DV particles, and the C-type lectin dendritic cell -specif ic 
intercellular adhesion molecule 3-grabbing non-integrin (DC-SIGN) are 
essential for DV infection of DCs. Binding of mannosylated N-glycans on 
DV E protein to DC-SIGN triggers a rapid and efficient internalization of 
the viral glycoprotein. However, we observed that endocytosis -defective 
DC-SIGN molecules allow efficient DV replication, indicating that DC-SIGN 
endocytosis is dispensable for the internalization step in DV entry. 
Together, these results argue in favor of a mechanism by which DC-SIGN 
enhances DV entry and infection in cis. We propose that DC-SIGN 
concentrates mosquito-derived DV particles at the cell surface to allow 
efficient interaction with an as yet unidentified entry factor that is 
ultimately responsible for DV internalization and pH-dependent fusion into 
DCs . 



LI 9 ANSWER 9 OF 
ACCESSION NUMBER 
DOCUMENT NUMBER: 
TITLE: 



14 MEDLINE on STN 

2000057956 MEDLINE 
PubMed ID: 10590151 

Alpha-glucosidase inhibitors reduce dengue virus 
production by affecting the initial steps of virion 
morphogenesis in the endoplasmic reticulum. 
Courageot M P; Frenkiel M P; Dos Santos C D; Deubel V; 
Despres P 

Unite des Arbovirus et Virus des Fievres Hemorragiques , 
Institut Pasteur, 75724 Paris, France. 

Journal of virology, (2000 Jan) Vol. 74, No. 1, pp. 564-72. 
Journal code: 0113724. ISSN: 0022-538X. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200001 

Entered STN: 24 Jan 2 00 0 
Last Updated on STN: 24 Jan 2000 
Entered Medline: 10 Jan 2000 
We report that endoplasmic reticulum alpha-glucosidase inhibitors have 
antiviral effects on dengue (DEN) virus. We found that 

glucosidase inhibition strongly affects productive folding pathways of the 
envelope glycoproteins prM (the intracellular glycosylated precursor of M 
[membrane protein] ) and E (envelope protein) : the proper folding of prM 
bearing unprocessed N- linked oligosaccharide is inefficient, and this 
causes delayed formation of prME heterodimer. The complexes formed 
between incompletely folded prM and E appear to be unstable, leading to a 
nonproductive pathway. Inhibition of alpha-glucosidase-mediated N-linked 
oligosaccharide trimming may thus prevent the assembly of DEN virus by 
affecting the early stages of envelope glycoprotein processing. 
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Comparative mechanistic studies of de novo RNA synthesis by 
flavivirus RNA-dependent RNA polymerases. 

Selisko, Barbara; Dutartre, Helene; Guillemot, Jean-Claude; 
Debarnot, Claire; Benarroch, Delphine; Khromykh, Alexander; 
Despres, Philippe; Egloff, Marie-Pierre; Canard, 
Bruno [Reprint Author] 

CNRS, Case 925,163 Ave Luminy, F-13288 Marseille 9, France 
Bruno . Canard@af mb . univ-mrs . f r 

Virology, (JUL 20 2006) Vol. 351, No. 1, pp. 145-158. 
CODEN: VIRLAX. ISSN: 0042-6822. 
Article 
English 

GenBank-AF4 81864; EMBL-AF481864 ; DDBJ-AF4 81864 
Entered STN : 23 Aug 2006 
Last Updated on STN : 23 Aug 2006 
Flavivirus protein NS5 harbors the RNA-dependent RNA polymerase ( RdRp ) 
activity. In contrast to the RdRps of hepaci- and pestiviruses , which 
belong to the same family of Flaviviridae , NS5 carries two activities, a 
methyltransf erase (MTase) and a RdRp. RdRp domains of Dengue 
virus (DV) and West Nile virus (WNV) NS5 were purified in high yield 
relative to full-length NS5 and showed full RdRp activity. Steady-state 
enzymatic parameters were determined on homopolymeric template poly(rC). 
The presence of the MTase domain does not affect the RdRp activity. 
Flavivirus RdRp domains might bear more than one GTP binding site 
displaying positive cooperativity . The kinetics of RNA synthesis by four 
Flaviviridae RdRps were compared. In comparison to Hepatitis C RdRp, DV 
and WNV as well as Bovine Viral Diarrhea virus RdRps show less rate 
limitation by early steps of short -product fort -nation. This suggests 
that they display a higher conformational flexibility upon the transition 
from initiation to elongation, (c) 2006 Elsevier Inc. All rights 
reserved. 
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[Pathogenesis of dengue disease and apoptotic 
death] . 

LA PATHOGEN I C I TE DU VIRUS DE LA DENGUE ET LA MORT 
CELLULAIRE PAR APOPTOSE. 
Courageot M.-P.; Despres P. 

P. Despres, U. Arbovirus et Virus Fievres Hemor., Institut 
Pasteur, 25, rue du Dr-Roux, 75724 Paris Cedex 15, France. 
pdespres@pasteur . f r 

Virologie, (2001) Vol. 5, No. 6, pp. 397-407. . 
Refs: 39 

ISSN: 1267-8694 CODEN: VIROFD 
France 

Journal; General Review 

004 Microbiology 

005 General Pathology and Pathological Anatomy 
French 

English; French 
Entered STN: 1 Mar 2002 
Last Updated on STN: 1 Mar 2002 
Dengue (DEN) is the most important vector-borne disease in 
tropical countries. DEN disease is caused by dengue virus, a 
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member of the flavivirus genus (family Flaviviridae) . DEN is one major 
health concern in humans. DEN virus causes a spectrum of illnesses, 
ranging from a flu-like disease to DEN hemorrhagic fever, a fulminating 
illness that can progress to a shock syndrome and death. The pathogenesis 
of DEN disease is not well understood. Infection of target cells with DEN 
virus induces apoptosis. Changes in virus life cycle may account for 
differences in apoptosis induction. Determinants that may be relevant to 
DEN virus pathogenicity have been identified in the envelope E protein and 
viral helicase NS3 . Intracellular synthesis of DEN envelope glycoproteins 
prM and E was sufficient to cause cell death. Induction of apoptosis may 
be linked to the presence of a pro-apoptotic sequence in the 
O terminal region of prM. 
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Use of recombinant lentiviral vector for vaccination 
against infections by Flaviviridae, e.g. West Nile virus, 
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FR 2870126 Al 
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FR 2004-5366 
WO 2005-IB1753 
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20050516 



PRIORITY APPLN. INFO: FR 2004-5366 20040517 

AB FR 2870126 A UPAB : 20051205 

NOVELTY - Use of a recombinant lentiviral vector (A) to prepare an 
immunogenic composition for prevention and/or treatment of infections by 
Flaviviridae, where (A) includes a polynucleotide fragment (I) that 
encodes at least one protein (II) from a virus of the family Flaviviridae 
or an immunogenic peptide (Ila) , of at least 8 amino acids, from 
(ID . 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following : 

(1) (A) , As defined, that contains a polynucleotide that encodes at 
least one structural protein (or fragment) and optionally a non- structural 
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protein (or fragment) ; 

(2) cells, preferably eukaryotic, modified by (A) ; 

(3) method for producing proteins of Flaviviridae and/or their 
immunogenic fragments or viral pseudoparticles , by culturing cells of (2) ; 

(4) method of screening for antiviral compounds using the cells of 

(2) ; 

(5) method for diagnosing infection by Flaviviridae in a biological 
fluid by detecting antibody-antigen complex formation with the cells of 
(2) or pseudoparticles of (3); and 

(6) kit for methods (4) and (5) that contains the cells of (2) . 
ACTIVITY - Virucide; Hepatotropic ; Antiinflammatory. 
MECHANISM OF ACTION - Vaccine. Lentiviral vector TRIP Delta 

U3 .CMV-Es (WNV) , containing a 1.4 kb cDNA from West Nile virus (WNV) , was 
used to immunize mice, at an intraperitoneal dose of 1 mu g. The ant i -WNV 
antibody titer was 104 after 14 days and 2 plus or minus 105 after 23 
days, with titer of antibodies that neutralize 90% of WNV loci of 
infections 10 and 20, respectively. 

USE - (A) Are used to produce immunogenic compositions (vaccines) for 
treatment and/or prevention of Flaviviridae infections in humans and 
animals, particularly West Nile virus, dengue, yellow fever and 
hepatitis C. 

Cells transformed with (A) are useful: 

(i) for preparing proteins, or their immunogenic fragments, from 
Flaviviridae; 

(ii) in screening for antiviral agents; and 

(iii) to diagnose Flaviviridae infections. 

ADVANTAGE - (A) Induces a strong response; particularly it targets 
antigen-presenting cells and (I) becomes integrated into the genome, 
ensuring stable expression in vivo, especially in dendritic cells, 
eliminating the need for repeated administrations. (A) Is non-replicative ; 
non-tumorigenic; not species restricted and does not require adjuvants. 
Dwg. 0/5 
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NOVELTY - Identifying (Ml) compounds (I) that can stimulate a gene (II) of 
the OAS (2 ' -5 1 -oligoadenylate synthase) family comprising: 

(a) inducing expression of the OAS gene in a culture of cells from a 
non-human mammal (Flvr/Flvr or Flvr/Flvs; indicating resistance or 
sensitivity to Flavivirus infection) ; 

(b) treating cells with test compound; and 

(c) measuring activity of (II) relative to a control, is new. 
DETAILED DESCRIPTION - Identifying (Ml) compounds (I) that can 

stimulate a gene (II) of the OAS (2 ' -5 1 -oligoadenylate synthase) family 
comprising : 

(a) inducing expression of the OAS gene in a culture of cells from a 
non-human mammal (Flvr/Flvr or Flvr/Flvs ; indicating resistance or 
sensitivity to Flavivirus infection) ; 

(b) treating cells with test compound; and 

(c) measuring activity of (II) relative to a control, is new. 
Step (a) involves addition of interferon (IFN) alpha or beta , or 

application of calcium stress, particularly addition of EGTA (ethylene 
glycol tetraacetic acid) . 

INDEPENDENT CLAIMS are also included for the following: 

(1) genomic mammalian DNA (III) , optionally human, corresponding to a 
locus for resistance to Flavivirus infection; 

(2) evaluating (M2) sensitivity of an individual to Flavivirus 
infection and/or response to treatment with IFN; 

(3) reagent (IV) for the new method containing specific primers or 
probes ; 

(4) transformed eukaryotic cells (V) containing (III) , the 
corresponding cDNA or encoded proteins; 

(5) non-human transgenic mammals (VI) that include at least one copy 
of (III) or the corresponding cDNA; and 

(6) non-human transgenic mammals (VII) that contain at least one 
inactivated allele of an OAS gene. 

ACTIVITY - Virucide; Hepatotropic ; Antiinflammatory. 

Primary rat neurons (from animals homozygous for the Flvs allele) 
were incubated for 2 hr in medium containing EGTA (causing a 350% increase 
in transcription of the OAS gene) , then tested for infection by the 
neurovirulent IS-98-ST1 strain of West Nile virus. Treatment with EGTA 
caused a 50% reduction in the number of cells positive for viral antigen 
24 hr after infection. 

MECHANISM OF ACTION - Replacement or modulation of OAS activity, loss 
of which is associated with sensitivity to Flavivirus infection. 
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USE - Genomic nucleic acids, the corresponding cDNAs (also related 
vectors and cells containing such vectors), or their encoded proteins, are 
useful for screening for antivirals for treating Flavivirus infection 
(claimed) . (I) are potentially useful as antiviral agents for treating 
infections by Flaviviruses (e.g. hepatitis C; dengue; yellow 
fever and varoious forms of encephalitis) . Genomic OAS DNA and derived 
cDNA, also the encoded proteins, are useful: 

(a) for treating Flavivirus infection; 

(b) in screening for anti -flavivirus agents, and 

(c) for evaluating sensitivity of subjects to Flavivirus infection 
and their likely response to I FN treatment, e.g. to identify patients at 
risk of developing severe forms of such infections 

Dwg.0/17 
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NOVELTY - Inducible expression system (A) , for mammalian cells (human or 
non-human) or insect cells, includes an insert comprising: 

(i) a sequence that encodes at least one flavivirus 
envelope protein (FEP) ; 

(ii) a selection gene; and 

(iii) optionally a gene that encodes a cellular hormone receptor. 
DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 

following : 

(1) selection methods using (A) ; and 

(2) inhibitors (IV) of flavivirus (FV) , able to inhibit association 
of FEP produced in (A) . 

ACTIVITY - Antiviral. 

MECHANISM OF ACTION - Modulating folding of, and interactions 
between, FEP, particularly by inhibition of alpha -glucosidase which is 
essential for protein maturation before virion assembly. 

USE - (A) is used: 

(i) to test efficiency of potential inhibitors directed against FEP; 

(ii) to test folding and efficiency of association of FEP; 

(iii) to validate inhibitory activity of drugs; 



Page 35 



08/31/2006 Searched by Alex Waclawiw 



Franco Salvoza 10/608,029 



(iv) for in vivo or in vitro evaluation of the protective capacity of 
agents that prevent cytotoxicity of FEP; and 

(v) to identify, in vivo or in vitro, cellular genes that are 
activated in response to FEP . 

Inhibitors identified using (A) are potentially useful for treating 
flavivirus infections, particularly the various forms of dengue 
fever, yellow fever, hepatitis C and G, or Japanese/tick-borne 
encephalitis . 
Dwg. 0/0 
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